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(54)Title: NOVEL PEPTIDE COMPOUNDS AND MEDICINAL COMPOSITIONS THEREOF 




(57) Abstract 

Novel peptides having the activity of regulating the function of a cell membrane receptor which carries an intracellular 
carboxy-terrninal amino acid sequence of -A| -A 2 -As , carrying an amino acid sequence consisting of at least three amino acids in the 
lengthwise direction, and having a carboxy-terminal sequence of -X-Y-Z (wherein X is the same as A, or represents an amino acid 
belonging to the same category as A, does; Y represents an L -amino acid or glycine; and Z is the same as A 3 or represents an amino acid 
belonging to the same category as A 3 does); derivatives thereof improved in the biological stability, cell membrane permeability or the 
above-mentioned regulating activity of the same and pharmaceutically acceptable salts thereof; medicinal compositions containing these 
compounds; a method for analyzing the function of a receptor or the C-terminus thereof by using these compounds; a method for regulating 
the signal transmission by a cell membrane receptor; and a method for treating diseases in association with the signal transmission by cell 
membrane receptors. 
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A35300 




G protein-coupled receptor edg-1 




SGNVN 


SSS 
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B-cell receptor CD22 


MRGFI 


TQS 


J N 0 7 0 3 


_ 


thyrotropin-releas ing hormone receptor 


SEVSF 


SQS 


i N 0 8 0 7 


_ 


glucagon— like peptide-1 receptor 


A7CQA 


SCS 


JQ1 042 




endo thelin receptor B 


SSNKY 


SSS 


S24356 




antidiuretic hormone receptor 


SLAKD 


TSS 


A3 3 1 4 2 


_ 


A PO - 1 antigen, Fas antigen 


RSEIQ 


SLV 


A4T253 


_ 


epidermal growth factor receptor, HER4 


YRHR.N 


TVV 


GQHUN 




nerve growth factor receptor, low affinity 


ESTAT 


SPY 


TVHUAS 




transforming protein mas 


TVTVE 


TVY 


JNG604 




VIP receptor 


FQAEV 


SLV 


A46151 




protein-tyrosine-phosphaUse zeta 


AESLE 


SLV 


S 12051 




protein-tyrosine-phosphaUse gamma 


AESHE 


SLV 


A439SS 




serotonin receptor 5HT-2 


VNEKV 


SCV 


JS0616 




serotonin receptor 5HT-1C 


VSERI 


ssv 


S48736 




serotonin 5-HT2B receptor protein 


TEEQY 


SYY 


A47551 




NMOA receptor chain 1 


DPSYS 


TVY 


S47555 




NMDA receptor modulatory chain hNR2A 


FQAEV 


SLV 


A55689 




C-prote in-coupl ed receptor 3 


RSRSP 


SDV 


S39534 




cort icotropin-releas ing hormone receptor 


S1KQS 


TAY 


QRHUB1 




bela-l-adrenergic receptor 


GFASE 


SKV 


S39495 




u-pi asminogen activator receptor form 2 


EEAQA 


THY 


A37223 




alpha-2B-adrenergic receptor 


RPWTQ 


TAW 


A47111 




me 1 anocor tin receptor 4 


LCDLS 


SRY 


$29506 




neurotensin receptor 


NATRE 


TLY 
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i|5j— ^-IS{C«-r-5T 5 yg? ; Y = L-7; ;K*5Uli^'J > > ; Z = A g k 



WO 97/11091 PCT/JP96/02697 

1 6 



ei s <d fas m tt g* m 

Ellli. Fa sOC^Jgl 57i;i^f Ki:«k5^>t"hQOFa s/ 
PTP-BAS^PI§^tt- h ^ yt/7AT-i5o 

BI2U\ -f>k*hnOFa s/PTP-BAS 0^i:*5ifftS$ 
Fa sCDC^JS^^ K0j^f^t/5 71:^So 

EI3{±. Ac- S L V©#7 5 yS?*ffe6DL-T 5 yg?*SV^(i^'J >>{cg 
X + > Ltz^yf- KlmM^TCfe^S'f > h" h o © F as/ 

p t p - b a s ts&m-m&^-t y77T*5 0 

EI4t±. A c-SLV<oL*fli!OL-7iyiS*5^ii^g ->>KE£&;U 
> Ltz^y^f- KO. lmM©l¥ffiTlcfe«7S'l' >t'hoCDF a s/PTP 
- B A S^^PM^f 7^ -J-QtbZ> Q 
EI5(i^ Ac-SLViA c - TL V©-f>h*h o F a s/PTP-BASi 

EI6 (i N ^-Arfc.^ 5S5c(*^^ K®-f ^t'hoFa s/PTP- 

BAS m&mmm&*xr? y^-y-z&z* 

m 7 ti> N^agteftW*©^ >t*hoFas/PTP-BAS l££-P.BW©»Kflc 
EI 8 li> Cjfci&mffi&<D>( >h'hDFas/PTP-BAS ^ffiIgt*/7 

EIIOI^ Cyh-NHCO- S L V- 0Me> Cyh-NHCO- SLV- 
OEt, Ph- NHCO- SLV- OMe % Ph- NHCO- S L V- 0 E t CD 



WO 97/11091 



PCT/JP96/02697 



t b^mmmmD ld-i ^•t^m^mm^m^-t^^y-c^^ 

0111^ Ph- NHCO- SLV- OEtCDt h *M1&mJfcD L D - 1 lc*f 

Bll2tt* V I P tfi&tt&.m^Ctt'&Mlztt-f Z P h- NHCO- S L V- 
0E t (Dftm&TF-t /77?*5 0 

EU3li. VI P*#WMW3fc©5t&igl-*fi--5 P h- NHCO- SLA- 
OE t <DflFffl^-r^^7-e*-So 

EJ14t;U V I P^^W^OStfcSlC^t-'S P h- NHCO- SLL- 

o e t <of?m*:^t -t-eioZx* 

EI15W\ VI P«c^6<l5lW^:©5feg{c*f^--5Ph- NHCO- SLV- OH 

E 1 6 fix IS 0##lftm«3£©§t&gfc:*f-*-<5 Ph- NHCO- SLL- 
0Et©ftffl^t/7 7-C*$ o 

EU7ti> I SOftffW^f^OlSl^tiPh- NHCO- SLA- 
OE t ©f^ffl^-rr^7T'*<5o 

EI 18 fi. I SO<jS??6<I^W3^:©?lfe«Jw^-r-5Ph- NHCO- S L V- 
OE t cDfFffi^^-#-r-5^-C*5 0 

#s m z m js -s *i * cd & m <o j& m 

i. *m%v>tt&m 

*mwv<t&m*, C3&£f!Mt$Ltzi/y-}-j\,m%ifm. (rcr®«) &m?zm 
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<dt % jms&w-A 1 -a 2 - a 3 -e& zmmmi'^zr ? -<Dmi&&m$8-f z> 

Stt^rW-rS. 'pt£< th3MCDTi /ME^SS^ISJICWU -X-Y-Z 

(5$^ x = a x *> l< ha x i rsj — tmizm-fZT i sm y = l-t $ 

-L-VT**5F a s tPTP-BASiCD^ffiit^ < £fc3il© 

t~ ygtegs^rajicwu -x-y-z x = l --t u l-^u^- 

— *5^liL-i'XT'f > ; Y = L-7; yl*5Uli/iJ : Z = L- 

S-L-V-C&SV I P U-fe^^-<D«|^PM-r*. 4>tt< ti>3ffi<DT5. J 
■**ft*2rl3ll;i*U -X-Y-Z X = L--fe'J>> L-^l/t->, 

*>-S^(iL-^X-r-f > ; Y = L- 7; J WL&Z>^i±W > > ; Z = L-'<U >> 

C 5fcS$E?iJ;&<- S - L - L "C* 5j3 2 -7h'U7--^7^ U-t? — © •> ^ ^JU& 

mrnzmw-tz. 'j>t£< t&3m<£>T s vk^s^isjicw _ x -y-z 

C^^U X = L - -tr U > s L-7Wi>, *5l,MiL- y^f-f > ; Y = L - 
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Z X = L -4? U L - ->X^> ; Y = L 

-7Uil*Jl>l±/'Ji/> ; Z = L-o>r >» ©^Jb^^jgiE^J^WI- 

asflaj® Ut^-C ^tS^iif&ajOllttft ttPJ £ L "C. Fas/PTP- 

X-Y-Z-e. Y = D-T^ y®?©Jg^-tt?&<h'^iaii5^tt^$#. Y = L — 

a3Sllc«koX*^ t)ifffiitli£^$ntt^ 0 0»J*.<*. Fa s/PTP-BASi 
^RMWFJlcJs^Ttt^ Y = D-u^>>T?{;*^<?5t£*<ttt^>\ Y =iTOL- 

7; *> >-eii7%^fg&&m-t & 0 

£ fi. Fas/PTP-BAS l£^IH*fgt£**rr S KOlSSg^ 
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w*^ R 1 =A 1 tL<tiA 1 ipi— ftmizm-tzT i jwtco&mmm •, r 2 

= L~7i; ^©fflOMWiSfe -5 V ^ <±tK5£ ;R 3 =A 3 t>L<{±A 3 <>: IH— #Jg»c 
57;; U R 4 «€E«OT 5 ^ ®?©{9J^*i^-C*> t) ^ 

rr+i/g-e^s*^ &R 6 ti<@* ICtK*** 

#R ? {i^*K;fc**£v^igBE-e&tK B(**jl/4C=.AX««<.if*iK 
Rgfei^RgJi-eti^tiTK^ &S^liB&t>L< li#fiSI7 

•U ftf&> SfcttSU*-?*!^ mliOTiinT?*^ n li 0 1 "C* *)> 
LTIi, TS5 : 
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R 1 =L--l?';><>L< liL -7s ls*-XDMmmjk ;R 2 =L-7; 

y wt<Dmmmm& * i, . ^tk^i ; r 3 = l-7;; m<DmmM& z << * 

i*L> R g . Rg. R ? . RgfeiC/RgfiMi^ilSI^-e^S ; fztz U R^' 

OR, O R 3 

| H II £ H 

R g O R 2 O 

R x = L — lr U >*> L < liL -X U*— >©««HtSft ; R 2 = L -7 ~ 

ym<D&mm&&zwt7kf% .• r 3 = l-^u >> l — r vch , >><&s^<*l 

»^r;Hr;u»*itttt> ^©*jt<isst«i-e*t>. JtlH^4{=*>^x{^ ts*\z& 

L < {2#BSIcd>? Dj;i/*;i/7 5 y JUS. ffiglfe L < (±#fcg&©37 * 

^;U7 5 y *-/U^;l^6tt6C^lcHSlt> L < {i^HSI©3St»iT 5 J 

{* 3 — 8 McD«tt«lit ^Si^-T -5 o 
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F a s/PTP-B AS^RaS$iJ{C*5^TC*Sg^»pLfc^^ KR3M*tt\ 

-r>e>o-ecDF a s / p t p - b a s fe§i3§gtttiiSTt 5 *< t b<o*r>m 

i>tlfZ Q 

£ £1=^ *ffeWO-fb^*i LTIi, Steffi*^:?*- K<D£^ift*a*ifcf*3J;::fc# 

^^{/SCti^tSo Cft&CD^ftMfcJiF a s tPTP-BASt<D^ 
Cn£®N^fcSl^iC^©^tfiJ;U F a s/PTP-BAS^ES^ 
3ta:*H^ct>?nft-?««o MfrWJiL^ VI P H*?'*-© 
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mmt LTMfctfHZll.^ m*.l** Fa s iPTP-BAS ±<D*£'&&mW-f Z Z 

^i5cD#^J{r*50-r^L/=ct o E^^lffliKlcli P T P - B A S Ofgg 
1)<m#> <htltZ\<^t>frfrt> t>"Tx ^ffi-?(28**cp5<*i;:PTP-BA SOjgl 

*<g[i6t>ti^iv^ ci*<*^#t.{c«t»3i53Ji>x^$n^o ^commit. * 
-5 s©ssimj}a<i p t p - b a s z&m-t zztiz^v msm^w<o^^m l t 

P T P - B A S J&<j®£ijfg5a L T V ^ * £ ^ o ^MlcS-c?^, MKlftiW2££-S*i ^ 
PTP-B A S©F a s^«D*S^ffi^-#-«diiCj;t?> PTP-BAS 

Z i^Ii:%lL/:o ^-ttfc>-£x *5gBJ#t>{i^ &*@©85*fflflSJc*i^-r P T P 
-B AS<D§m*<JE1%U^Jls&QmMlzmiIQL-C\<*Z>Z±frZ>^ *5§Hg©Fa s 
/PTP-BASe^ffl^&JS-S&flnf SCiJCkt)^ SB^UaotitF a s tftttKotf 

ptp-bas &&mm&iA<m<t^&izm&i~c& set t> £ 

#4*MF a s «J^> K«-^L"C^*aBSa4»S^Tifflfla{i#^L-Cfet). tot, 
:*3£HJ3© Fas/PTP-BAS «S^ffl^J{c<fc £ , mmft. > 7± JUDWM&m 

BMiz*m%<Dit&to*Mmret9Ltt z zizfrc,t£zmmife\zmf&tt&mm-t-z> 
J5&&Strt)\ -E-niciss^tii *>©-e<ite<^ ^^c-fb^t^jciAF a s 

•5<t^-^lOffl*^ISfii5-r'5^ PTP-BASOFa s ^Oijg^S^ 

l < li^cpi^ts z t*<Pim-e&z> 0 fc&m<oTM&*mm-tz> zt^ 

i5PTP-BAS©Fa s ^<D*£^gte©<g«f;U jgd t) ? -5$? * L < ttl^Id 
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ftm&f&tt Z CD \zw&-?& 2> 0 

z. <d «k r> iz.*mR<D<t£&MU WSniBi »J >WMm&-c& 5PTP-BAS© 
Fas ^Ott^IHWWt L-CWS&T*4o PTP-B A S *<^i&*- -5 ^ Kli 

T^ — > (A) . T^^— > (R) N 7^7^> (N) N TX'<5* : Z'Wt 
(D) „ S^tM* > (C) > >f)\,* $ > (Q) x 5 >K (E) > 7 U *>> 

(G) „ k^y^ (H) „ >rvo-f *>> (I) . af*>> (L) x U-^> (K) 
> > > (M) „ 7i^77-> (F) „ ^DiJ> (P) % -tr 'J > (S) x 

^l^t-> (T) % h l )ZfbZ77>> (W) x f-Di/> (Y) . '<U > (V) o rt: 

*j «fc c***t& Attic «fc t> ktf<o «k -5 tc^j6 5 *\ mm&mm • ft^tt 

B?<t LT(i x ft*.!*. **-fe»J> % jS-tKD^i'A'ij^ O-4-t Kn + y 
7 ^^U^- a ■> a - t --f*f-j\,W 2-TJy|SSe> a - a^4- 

SfcfcttT i/K:A % Rx N % Q> E N U K> M> F x P N W, Y, V 
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rnfc&T z ;m i d> q n h> k> t\ y 
JEnmri ;k : K 

tlj?(7; ;K:D> e 

7K3S*S^£T5 yg? : R % ISU CK E, H% K x M% T\ Y 

S£fC T 5 y ®?J£l^i-©HSl^E©B&^'{w-3 V>T(±% T-b^-;US (Ac), * 
(Me) , jc^^I/S (Et) > ^V^ob^S (iPr) „ 7x-;H 
(Ph) > */9w^**/)im (Cyh) ^fc^tlto 

(1) t SXX 



a) 




U - 














A c 


-SXA, 


A c 


— S X c 


A c 


— S XD„ 


A c 


-SXE, 


A c 


-SXF % 


A c 


-S XG> 


A c 


- S XH N 


A c 


-sxu 


A c 


- SXK, 


A c 


-SXL> 


A c 


- S XM, 


A c 


-SXN, 


A c 


-SXP, 


A c 


-SXQ, 


A c 


-SXR> 


A c 


-sxs. 


A c 


-SXT, 


A c 


-sxv, 


A c 


-sxw, 


A c 


-S XY 0 


A c 


-TXA. 


A c 


-TXC, 


A c 


-TXDx 


A c 


— TX 


A c 


-TXF, 


A c 


-TXG, 


A c 


— TXH, 


A c 


-TX I x 


A c 


-TXKx 


A c 


-TXU 


A c 


-TXM, 


A c 


-TXN, 


A c 


-TXP, 


A c 


-TXQ N 


A c 


-TXR X 


A c 


-TX S x 


A c 


— T X T N 


A c 


-TXV N 


A c 


-TXW, 


A c 


-TXY 0 



Ac-SXA-OEt, Ac-SXC-OEt, Ac-SXD-OEt, A c - 
SXE-OEt> Ac-SXF-OEt, Ac-SXG-OEt % Ac-SXH 
-OEtx Ac-SXI-OEU Ac-SXK-OEts Ac-SXL- 
OEt, Ac-SXM-OEtx Ac-SXN-OEt, Ac-SXP-OEt, 
Ac-SXQ-OEt, Ac-SXR-OEt, Ac-SXS-OEt, Ac- 
SXT-OEt> Ac-SXV-OEt, Ac-SXW-OEt, Ac-SXY 
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-OE to 

Ac-TXA-OEt % Ac-TXC-OEU Ac-TXD-OEt, Ac- 
TXE-OEt, Ac-TXF-OEt, Ac— TXG — OE t N Ac-TXH 
-OEt, Ac-TXI-OEt, Ac-TXK-OEt> Ac-TXL- 
OEt. Ac— TXM— OE t N Ac-TXN-OEt^ Ac-TXP-OEt % 
Ac-TXQ-OEt. Ac-TXR-OEU Ac-TXS-OEt x A c - 
TXT-OEt, Ac-TXV-OEt N A c -TXW-OE t . Ac-TXY 
-OE to 



P h 


— NH C O 




S XA> 


P h 




NHCO 


-sxc, 


P h - 


NHCO- 


SXD, 


Ph 


-NH CO 




SXE, 


P h 




NHCO 


-SXF> 


P h - 


NHCO- 


SXG, 


Ph 


-NHCO 




SXH, 


P h 




NHCO 


-SXK 


P h - 


NHCO- 


S XK, 


P h 


-NHCO 




SXL, 


P h 




NHCO 


- S XM, 


P h - 


NHCO- 


SXN, 


P h 


-NHCO 




S XP, 


P h 




NHCO 


-SXQ, 


Ph- 


NHCO- 


SXR, 


Ph 


-NHCO 




SXS, 


P h 




NHCO 


-SXT, 


P h - 


NHCO- 


SXV, 


Ph 


-NHCO 




s xw, 


P h 




NHCO 


-SXYo 








Ph 


-NHCO 




TXA, 


P h 




NHCO 


-TXC, 


Ph- 


NHCO- 


TXD, 


Ph 


-NHCO 




TXE> 


P h 




NHCO 


— TXFs 


P h- 


NHCO- 


TXG. 


Ph 


-NHCO 




T XH % 


P h 




NHCO 


-TX I N 


P h - 


NHC O- 


TXK, 


Ph 


-NHCO 




TXU 


P h 




NHCO 


— TXM> 


P h- 


NHCO- 


TXN, 


P h 


-NHCO 




TXP % 


P h 




NH C O 


-TXQ. 


P h - 


NHCO- 


TXR, 


P h 


-NHCO 




TXS> 


P h 




NHCO 


-TXT % 


P h - 


NHCO- 


TXV, 


P h 


— NHCO 




T XW, 


P h 




NHCO 


-TXY 0 








d) 




JUT i J 












P h 


-NHCO 




SXA- 


OE 


t 


. Ph- 


NHCO- 


S X C 


-OE t, 


P h - 
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NHCO- SXD-OE t N Ph-NHCO-SXE-OEt, Ph-NHCO 
-SXF-OEt, Ph-NHCO-SXG-OEt % Ph-NHCO-SXH 
-OEt, Ph-NHCO-SX I -OE t> Ph-NHCO-SXK-OE t N 
P h -NHCO- S XL-O E t x Ph-NHCO-SXM-OE P h — 
NHCO-SXN-OE t % Ph-NHCO-SXP-OEt, Ph-NHCO 
-SXQ-OEt, Ph-NHCO-SXR-OE t> Ph-NHCO-SXS 
— O E t > P h-NHCO- SXT-OE t> Ph-NHCO-SXV-OE 
Ph-NHCO-SXW-OE t . Ph-NHCO-SXY-OE t c 
Ph-NHCO-TXA-OE t N Ph-NHCO-TXC-OE t, Ph- 
NHCO - T X D - O E t ^ Ph-NHCO-TXE-OEt, Ph-NHCO 
-TXF-OEt, Ph-NHCO-TXG-OEt, Ph-NHCO-TXH 
-OEt> Ph— NHCO — TX I — OE t „ P h - NH C O - T X K - O E t ^ 
Ph-NHCO-TXL-OEt. Ph-NHCO-TXM-OE Ph- 
NHCO-TXN-OE Ph-NHCO-TXP-OE t, Ph-NHCO 
-TXQ-OE t . P h-NHCO-TXR-OE Ph-NHCO-TXS 
-OEt> Ph-NHCO-TXT-OE Ph — NHCO — TXV — OE t N 
P h -NH CO-TXW-O E t ^ Ph-NHCO-TXY-OE t a 
e) N5f;->^o^i/;i/7 £ J ilfrtf— ' 

Cy h-NHCO-SXV> Cy h — NHCO — TX V\ Cyh-NHCO- 
SXK C y h-NHCO-TX I> Cyh— NHCO— SXLx Cyh- 
NHCO-TXL, Cyh-NHCO-SXV-OEt, Cyh-NHCO- 
TXV-OEt % Cy h-NHCO-SX I -OE Cyh-NHCO- 
TXI-OEt, Cyh-NHCO-SXL-OEt, Cyh-NHCO- 
TXL-OE to 
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(2) t S L V 

a) N*7!J-> C5fc7U-#: 

RNEIQSLV, NEIQSLV. EIQSLV, IQSLV. Q S L V N 
S L V 0 

Ac— RNE I QSL V„ Ac-NEIQSLV, Ac-EIQSLV^ Ac- 
IQSLV, Ac-QSLV. Ac-SLV, A c - C L V. Ac-TLV, 

Ac-EIQSLV-OEt^ Ac- I QSLV-OE Ac-SLV- 
OMe, Ac-SLV-OEt> Ac-SLV-OiPr, Ac-CLV- 
OMe, Ac— TLV — OMe N Ac-TLV-OEt> Ac-TLV- 
O i P r e 

Ph-NHCO-SLV. Ph-NHCO-CLV, Ph-NHCO-TLV 0 

P h -NHCO-S L V-OMe, Ph-NHCO-CLV-OMe, Ph- 
NHCO-TLV-OMe> Ph— NHCO — SLV — OE t % Ph-NHCO 
-CLV-OEt^ P h-NHCO-T L V-O E tx Ph-NHCO-SLV 
-OiPr, Ph-NHCO-CLV-OiPr, Ph-NHCO-TLV- 
O i P r c 

Cyh-NHCO-SLV, Cy h-NHCO-CLV, Cyh-NHCO- 
TLV C 

g) N*>'?o^v/;l'7;;*M-^ C5fc:cx-7vK* : 

Cy h-NHCO-SLV-OMe, Cyh— NHCO— CLV — OMe> 



WO 97/1 1 091 PCT/JP96/02697 

2 9 

Cyh-NHCO-TLV-OMe> Cy h-NHCO-SLV-OE t % 
Cyh-NHCO-CLV-OEt, Cy h-NHCO-TLV-OE t, 
Cyh-NHCO-SLV-O i P r N Cyh-NHCO-CLV-O i Pr N 
Cyh-NHCO-TLV-Oi Pr Q 

Ph-CO-SLV^ Ph-CO-CLV, ?h-CO-TLV 0 

Ph-CO-SLV-OMe, Ph-CO-CLV-OMe, Ph-CO- 

TLV-OMe % Ph-CO-SLV-OEt, Ph-CO-CLV-OE t, 

Ph-CO-TLV-OEto 

j) Nttiisi? v J\stfjl>tf— CJfc? U— 

Cyh-CO-SLV, Cyh-CO-CLV, Cyh-CO-TLV, 

Cyh-CO-SLV-OMe, Cyh-CO-CLV-OMe, Cyh-CO 
-TLV-OMe> C y h-CO-S LV-OE Cyh-CO-CLV- 
OEt, C y h-CO-TLV-OE to 
1 ) iSTctffc : 

A c — S — 0 — (C H g NH) -LV, Ac-SL-0- (CHgNH) -V. 
Ac-S-0- (C H g N H) -LV-OMe, Ac-SL-0- (CHgNH) 
-V-OMe, A c — S — 0 — (C H g NH) -LV-OEt Ac-SL-^ 
- (CH 2 NH) -V-OE to 
m) N y f-JUffc : 

Ac- (NMe) SLV N Ac-S- (NMe) LV N Ac- (NMe) SLV 
-OMe> Ac-S- (NMe) LV-OMe Q 
n) D{*: 
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Ac- (D) SLV, Ac- (D) SLV-OMe Q 

o ) s l i mm» : 

Ac-SLU Ac-SLI-OMe, Ac-SLI-OEt, Ac-SLI- 
OiPr % Ph-NHCO-SLK Ph-NHCO-SL I -OMe, Ph- 
NHCO-SLI-OEt, P h-NHCO-S L I -O i P r 0 
p) SLAmmW: 

Ac-SLAh Ac-SLA-OMe, Ac-SLA-OEt, Ph-NHCO 
-SLA, Ph-NHCO-S LA-OMe N Ph-NHCO-S L A-OE t, 
Ph-NHCO-SLA-Oi Pr e 
( 3 ) ffeg) t S X V 
a) N^T-fe^^K C5fc7 U : 



A c 


- S A V. 


A c 


-S C V, 


A c 


- SDV N 


A c 


-S E V, 


A c 


-SFV, 


A c 


-SGV, 


A c 


- SHV, 


A c 


- S I V, 


A c 


-SKV, 


A c 


-SMV, 


A c 


-SNV, 


A c 


-SPV, 


A c 


-SQV % 


A c 


- S R V N 


A c 


-SSV, 


A c 


- STV N 


A c 


-svv % 


A c 


-swv, 


A c 


— S Y V> 


A c 


-T A V, 


A c 


-TCV, 


A c 


-TD V. 


A c 


-TEV, 


A c 


-TFV, 


A c 


— T G V x 


A c 


-TH V, 


A c 


-T I V, 


A c 


-TK V, 


A c 


-TMV, 


A c 


-TNV, 


A c 


-TP V. 


A c 


-TQV, 


A c 


-TR V, 


A c 


-TSV N 


A c 


-TT V, 


A c 


-TVV N 


A c 


-TWV, 


A c 


-TYV 0 










b) 

















Ac-SAV-OMe, Ac-SCV-OMe, Ac-SDV-OMe, Ac- 
SEV-OMe> Ac-SFV-OMe, Ac-SGV-OMe, Ac-SHV 
-OMe> Ac-SIV-OMe, Ac-SKV-OMe, Ac-SMV- 
OMe, Ac-SNV-OMe, Ac-SPV-OMe, Ac-SQV-OMe, 
Ac-SRV-OMe, Ac-SSV-OMe, Ac-STV-OMe, Ac- 
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SVV-OMe, Ac-SWV-OMe, Ac-SYV-OMe> Ac-TAV 
-OMe, Ac-TCV-OMe, A c— TDV — OMe N Ac-TEV- 
OMe, Ac-TFV-OMe, Ac-TGV-OMe, A c — THV — OMe N 
Ac-TIV-OMe^ Ac-TKV-OMe % Ac-TMV-OMe. A c - 
TNV-OMe. Ac-TPV-OMe. Ac-TQV-OMe, Ac-TRV 
-OMe, Ac-TSV-OMe^ Ac-TTV-OMe, Ac-TVV- 
OMe N Ac-TWV-OMe, Ac-TYV-OMe^ Ac-SAV-OEt, 
Ac-SCV-OEt^ Ac-SDV-OEU Ac-SEV-OEt^ A c - 
S F V-OE U Ac-SGV-OEt, Ac-SHV-OEt N Ac-SIV 
-OE t, Ac-SKV-OEt, Ac-SMV-OEt % Ac-SNV- 
OEt, Ac-SPV-OEt, Ac-SQV-OEt, Ac-SRV-OEU 
Ac-SSV-OEt. Ac-STV-OEt, Ac-SVV-OEt N A c - 
SWV-OEt, Ac-SYV-OEt, Ac-TAV-OEt, Ac-TCV 
-OEt s Ac-TDV-OEt^ Ac-TEV-OEt> Ac-TFV- 
OEt % Ac-TGV-OEtx Ac-THV-OEt % Ac-TIV-OEt^ 
Ac-TKV-OEt, Ac-TMV-OEt, Ac-TNV-OEt, Ac- 
TPV-OEt, Ac-TQV-OEt, Ac-TRV-OEt, Ac-TSV 
-OEt^ Ac-TTV-OEt^ Ac-TVV-OEt, Ac-TWV- 
OEt % Ac-TYV-OEto 

c) N*7x-;i/7iy*;utoK c^v-ft: 



P h 


-NHCO- 


SAV, 


P h 


-NHCO- 


S C V> 


P h 


-NHCO- 


SDV, 


P h 


-NHCO- 


SEV> 


P h 


-NHCO- 


SFV> 


P h 


-NHCO- 


SGV, 


P h 


-NHCO- 


SHV. 


P h 


-NHCO- 


S I v % 


P h 


-NHCO- 


SKV> 


P h 


-NHCO- 


SMV, 


P h 


-NHCO- 


SNV> 


P h 


-NHCO- 


SPV> 


P h 


-NHCO- 


S QV, 


P h 


-NHCO- 


SRV N 


P h 


-NHCO- 


s s V N 
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P h 


-NHCO 


-STV, 


P h 


-NHCO 


-svv, 


P h - 


NHCO- 


s WV N 


P h 


-NH C O 


- S Y V N 


P h 


— NH C 0 


-TAV, 


P h — 


N H C O — 


T C V 


P h 


-NHCO 


— T D V„ 


P h 


-NHCO 


-T E V. 


P h — 


NHCO — 


T F V 


P K 

l n 


mu p n 

— in n L u 


— T G V> 


P h 


-NHCO 


-THV, 


P h — 


N H C O — 


T I V x 


P h 


-NHCO 


-TKV> 


P h 


-NHCO 


-TMV > 


P h - 


NHCO- 


TNV, 


P h 


-NHCO 


-T P V N 


P h 


-NHCO 


-TQV % 


P h - 


NHCO- 


T R V N 


P h 


-NHCO 


-T S V N 


P h 


-NHCO 


— T T V> 


P h - 


NHCO- 


TVV, 


P h 


-NHCO 


-TWV, 


P h 


-NHCO 


-TY V 0 








d) 














Ph 


-NHCO 


- S A V — 


OE 


U Ph- 


NHCO- 


S CV 


-OEt % 


P h- 



NHCO-SDV-OEt, Ph-NHCO-SEV-OEt, Ph-NHCO 
-SFV-OEU P h-NHCO-SGV-OE Ph-NHCO-SHV 
-OEt, Ph— NHCO— S I V — OE t > Ph-NHCO-SKV-OE t, 
Ph-NHCO-SMV-OEt, Ph— NHCO— SNV — OE t> Ph- 
NHCO - S P V - O E t N Ph-NHCO-SQV-OE t N Ph-NHCO 
-SRV-OEtx P h-NHCO-S S V-OE t N Ph-NHCO-STV 
-OEt, Ph-NHCO-SVV-OE Ph — NHCO — S W V — OE t N 
Ph-NHCO-S YV-OE t> Ph-NHCO-TAV-OE Ph- 
NHCO-TCV-OEt> Ph-NHCO-TDV-OE t „ Ph-NHCO 
-TEV-OEt> Ph— NHCO — TFV — OE t > Ph-NHCO-TGV 
-OE Ph-NHCO-THV-OE Ph — NHCO — T I V — OE t > 
Ph-NHCO-TKV-OE U Ph-NHCO-TMV-OE t, Ph- 
NHCO - T N V - O E t > Ph-NHCO-TPV-OEt, Ph-NHCO 
-TQV-OEtx Ph-NHCO-TRV-OEt, Ph-NHCO-TSV 
-OEt, Ph-NHCO-TTV-OEt, Ph-NHCO-TVV-OE t, 
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Ph-NHCO-TWV-OE t> Ph-NHCO-TYV-OE t s 
(4) t S XL 

a) N5fcT-tr^;K C*7'J-ft: 

Ac-SCU Ac-SFL, Ac — S GL N Ac-SHL, Ac-SLU 
Ac-SSL, Ac-SVL, Ac-SYL, Ac-TGL, A c — T L L, 
Ac-TTL, Ac-TVL 0 

b) N^T-trf^K Cm^^TJlstt : 

Ac-SCL-OEt, Ac-SFL-OEt, Ac-SGL-OEt, Ac- 
SHL-OEt, Ac-SLL-OEt, Ac-SSL-OEt, Ac-SVL 
-OEt, Ac-SYL-OEt, Ac-TGL-OEt, Ac-TLL- 
OEt> Ac-TTL-OEt, Ac-TVL-OEt, Ac-SLL-OMe, 
Ac-SLL-OiPr % Ac-TTL-OMe, Ac-TTL-OiPr, 

Ph-NHCO-SCL, Ph-NHCO-SFL, Ph-NHCO-SGL, 
Ph-NHCO-SHL, Ph-NHCO-SLL, Ph-NHCO-SSL N 
Ph-NHCO-SVL, Ph-NHCO-SYL, Ph-NHCO-TGL % 
Ph-NHCO-TLL, Ph-NHCO-TTL, Ph-NHCO-TVL 0 

Ph-NHCO-S CL-OE t N Ph— NHCO— SFL — OE t > Ph- 
NHCO-SGL-OEt, Ph-NHCO-SHL-OE t> Ph-NHCO 
-SLL-OE t N Ph-NHCO-SSL-OEt. Ph-NHCO-SVL 
-OEt, Ph — NHCO— SYL — OE t N Ph-NHCO-TGL-OE 
Ph-NHCO-TLL-OEt, Ph-NHCO-TTL-OE t, Ph- 
NHCO - T V L - O E t x P h -NHCO-S L L-OMe, Ph-NHCO 
-SLL-OiPr, P h-NHCO-TTL-OMe, Ph-NHCO- 
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TTL-0 i P r Q 

(5) t SXA 

a) N^T-fe^K CJ£7 V-W: 

Ac-SDA, Ac-SSA % Ac-STA> Ac-SVA, Ac-TEA, 
A c -TMAo 

Ac-SDA-OEt, Ac-SSA-OEt, Ac-STA-OEt, Ac- 
SVA-OEt> Ac— TEA — OE t >, Ac— TMA — OE t 0 

c) N^7x^;b7jy*;l/^;k C*7'J-ft: 

Ph-NHCO-SDA> Ph-NHCO-SSA, Ph-NHCO-STA % 
Ph-NHCO-SVA, Ph-NHCO-TEA, Ph-NHCO-TMA 0 

d) N^7x^.^7 i y 27;U;tf^;l^ C3fc^X-T-;Hfc : 

Ph-NHCO-SDA-OEt, Ph— NHCO — S SA-OE t N Ph- 
NHCO-STA-OEt, Ph-NHCO-SVA-OE t N Ph-NHCO 
-TEA-OEt % P h-NHCO-TMA-OE to 

(6) t S XC 

a) N^THr^-^K C m 7 V : 

Ac-SDC^ Ac-SLCU Ac-SMC, Ac-SSC, Ac-STC, 
Ac-SVC> Ac-TDC> Ac — T E C x Ac-TGC Q 

Ac-SDC-OEt, Ac-SLC-OEt, Ac-SMC-OEt N Ac- 
SSC-OEt, Ac-STC-OEt, Ac-SVC-OEt, Ac-TDC 
-OEt N Ac-TEC-OEt, Ac-TGC-OEt, 
c) N*7ii;l/7;;*^.fi;K C^^'J— 

Ph-NHCO-SDC, Ph-NHCO-SLC. Ph-NHCO-SMC. 
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Ph-NHCO-SSC, Ph-NHCO-STC. Ph-NHCO-SVC. 
Ph-NHCO-TDC, Ph-NHCO-TEC> Ph-NHCO-TGC G 

Ph-NHCO-SDC-OE Ph— NHCO — SLC — OE t > Ph- 
NHCO - S M C - 0 E t > Ph-NHCO-SSC-OEt, Ph-NHCO 
-STC-OEt^ Ph-NHCO-S VC- OE Ph-NHCO-TDC 
-OEt> Ph-NHCO-TEC-OEts Ph-NHCO-TGC-OE t e 

(7) t S XD 

Ac-SPD N Ac-SPD-OEts Ph-NHCO-SPD, Ph- 
NHCO- S PD-OE to 

(8) t S XE 

Ac-TME, Ac— TME — OE t > Ph— NHCO — TME> Ph- 
NHCO-TME-OE t e 
C9) t S XF 

a) N5fcT-t??-;K C3ZZ?V-ft: 

Ac-SHF^ Ac-SVF, Ac-TCF, A c — T T F N A c — T Y F Q 

b) NpfcT-fe^^K C5fc^X-f-;U#: : 

Ac-SHF-OEt % Ac-SVF-OEt % Ac-TCF-OEt, A c - 
TTF-OEt, Ac-TYF-OEt. 

c) N*7*-;l/7?y*;^-^ C^^'J-^: 

Ph-NHCO-SHF, Ph-NHCO-SVF> Ph-NHCO-TCF, 
Ph— NHCO — TTF N Ph-NHCO-TYF D 

d) Njfc? jl—JIsT i J XJlstf— ;K C^JCXt^^K* : 

Ph-NHCO-SHF-OE t N P h - N H C O - S V F - O E U Ph- 
NHCO - T C F - O E t > P h-NHCO-TTF-OE t ^ Ph-NHCO 
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-T YF-OE to 
(10) t SXG 

Ac-SRG, Ac-TRG^ Ac-SRG-OEt, Ac-TRG-OEt, 
Ph-NHCO-SRG, Ph-NHCO-TRG, Ph-NHCO-SRG- 
OEt, Ph-NHCO-TRG-OEt 0 
(1 1) t SXH 

Ac-SFH, Ac-SNH X Ac-SRH, Ac-SFH-OEt, Ac- 
SNH-OEt> Ac-SRH-OEt, Ph-NHCO-SFH, Ph- 
NHCO-SNH, Ph-NHCO-SRH> Ph-NHCO-SFH-OE t, 
Ph-NHCO-SNH-OEt, Ph-NHCO-SRH-OE t 0 
(12) t S X I 

a) NJfcT-fe^K C*7'J-{*: 

Ac-SGK Ac-SMK Ac-SP U Ac-SVI, Ac-TDK 
A c -TK U Ac -TN I c 

b) N5kT-fe^K C^JCXT^I/ft: : 

Ac-SGl-OEt, Ac-SMI-OEt, Ac-SPI-OEt, Ac- 
SVI-OEt^ Ac-TDI-OEK Ac-TKI-OEt, Ac-TNI 
-OE to 

c) N3fc:7 $ J C5fc?U-#: 

Ph-NHCO-SGU Ph-NHCO-SMK Ph-NHCO-SPI, 
Ph-NHCO-SVU Ph-NHCO-TDK Ph-NHCO-TKK 
P h -NHCO-TN I o 

d) N*7xx;l/7;;*Wi;K C^JiX-T^Uf* : 

Ph-NHCO-SG I -OE t, Ph-NHCO-SMI-OE Ph- 
NHCO — SP I — OE t N Ph-NHCO-SVI-OEt, Ph-NHCO 
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-TDI-OEt, Ph-NHCO-TK I -OE t^ Ph-NHCO-TNI 
-O E to 
(1 3) t SXK 

a) N5fc7-tr^;K Cj£z7 U — ffc : 

Ac-SEK, Ac-SGK^ Ac-SPK N Ac-SSK, A c — T E K N 
Ac-TIK, Ac-TSK, A c — T T K 0 

b) N^CTHr^K OK^Xt^H*: 

Ac-SEK-OEt, Ac-SGK-OEt, Ac-SPK-OEt, A c - 
SSK-OEt N Ac-TEK-OEtx Ac-TIK-OEt, Ac-TSK 
-OEt, Ac-TTK-OEto 

c) N$Z7^—JUT 5 J ;K Ct£7V — & : 

Ph-NHCO-SEK N Ph-NHCO-SGKx Ph-NHCO-SPK^ 
Ph-NHCO-SSK % Ph-NHCO-TEK x Ph-NHCO-TIK. 
Ph-NHCO-TSK^ Ph-NHCO-TTKo 

d) N^7x^;b7 * J jjAstf—^ C*xxf;K* : 

Ph-NHCO-SEK-OE Ph— NHCO— SGK — OE t x Ph- 
NHCO-S PK-OE t> P h-NHCO-S SK-OE Ph-NHCO 
-TEK-OEtx Ph — NHCO — TIK — OE t N Ph-NHCO-TSK 
-OEt, Ph-NHCO-TTK-OE t 0 
(1 4) t SXM 

Ac-TVM, Ac-TVM-OEt > Ph-NHCO-TVM, Ph- 
NHCO-TVM-OE t D 
(1 5) t SXN 

Ac-SMN, Ac-SNN, Ac-SSN, Ac-SMN-OEt> A c - 
SNN-OEt^ Ac-SSN-OEt, Ph-NHCO-SMN, Ph- 
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NHCO-SNN, Ph-NHCO-SSN, P h - N H C O - S MN - O E t 
Ph-NHCO-SNN-OE t> Ph-NHCO-SSN-OE t Q 
(16) t S X P 

Ac-SSP^ Ac-STP, Ac-TRP^ Ac-SSP-OEt> A c - 
STP-OEt^ Ac-TRP-OEt, Ph-NHCO-SSP, Ph- 
NHCO-STP, Ph-NHCO-TRP, Ph-NHCO-SSP-OE t 
Ph-NHCO-STP-OEt. Ph-NHCO-TRP-OE t a 
(1 7) tSXQ 

Ac-SDCk Ac-SRQ> A c — T AQ % Ac-SDQ-OEt^ Ac- 
SRQ-OEt % Ac-TAQ-OEt^ Ph-NHCO-SDQ, Ph- 
NHCO-SRQ, Ph-NHCO-TAQ. P h - N H C O - S D Q - O E t 
Ph-NHCO-SRQ-OE t x Ph-NHCO-TAQ-OE t 0 
(1 8) t SXR 

Ac-TAR> Ac-TDR S Ac-TAR-OEt, Ac— TDR — OE t N 
Ph-NHCO-TAR, Ph-NHCO-TDR, Ph-NHCO-TAR- 
OEt, P h-NHCO-TDR-OE to 
(19) t SXS 

a) N5fc7-t?^;K C^U-ffc: 

Ac-SCS^ Ac-SQS, Ac-SSS, Ac — T Q S N Ac-TSS e 

b) N^T-fe^-^K C 7,7-)V& : 

Ac-SCS-OEt^ Ac-SQS-OEt, Ac-SSS-OEt, A c - 
TQS-OEt, Ac-TSS-OEto 

c) N*7xi^7;;*J^fi;k C5^37'J-(*: 

Ph-NHCO-SCS, Ph-NHCO-SQS. Ph-NHCO-SSS^ 
Ph-NHCO-TQS > Ph-NHCO-TSS, 
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d) N5fc:7 *— j\/T x y ftJUtf—J^ C*xxr;K* : 

Ph-NHCO-SCS-OEt, Ph-NHCO-SQS-OE t, P h - 
NHCO-SSS-OEt > Ph-NHCO-TQS-OEt> Ph-NHCO 
-TS S-OE to 
(2 0) t SXT 

Ac-TDT, Ac-TDT-OEt> P h - - N H C O - T D T\ Ph- 
NHCO-TDT-OE t G 
(2 1) t S XW 

A c -TAW, Ac-TAW-OEU Ph-NHCO-TAW, P h - 
NHCO-TAW-OE t Q 
(2 2) t SXY 

Ac-SRY> Ac-TLY, Ac-SRY-OEt> Ac-TLY-OEt, 
Ph-NHCO-SRY, Ph-NHCO-TLY^ Ph-NHCO-SRY- 
OEt, Ph-NHCO-TL Y-OE t 0 

Sf * l,\^mn<Oit^mt LTJi. Ac-SLV> Ac-SFV, A c - 
S I V> Ac-SRV> Ac-SVV, Ac-TLV, Ac-SLL, Ac- 
TTL, Ac-SLV-OMe> Ac-SFV-OMe, Ac-SIV-OMe, 
Ac-SRV-OMe N Ac-SVV-OMe N Ac-TLV-OMe, Ac- 
SLL-OMe> Ac-TTL-OMe, Ac-SLV-OEt, Ac-SFV 
-OEt, Ac-SIV-OEt, Ac-SRV-OEt x Ac-SVV- 
OEt, Ac-TLV-OEt, Ac-SLL-OEt> Ac-TTL-OEt, 
Ph-NHCO-SLV, Ph-NHCO-SFV, Ph-NHCO-SIV, 
Ph-NHCO-SRV, Ph-NHCO-SVV, Ph-NHCO-TLV, 
Ph-NHCO-SLL, Ph-NHCO-TTU Ph-NHCO-SLV^- 
OMe N Ph-NHCO-SFV-OMe> Ph-NHCO-S I V-OMe, 



WO 97/1 1 091 PCT/JP96/02697 

4 0 



Ph-NHCO-SRV-OMe N Ph — NHCO — SVV — OMe N Ph- 
NHCO-TLV-OMe, Ph— NHCO — SLL— OMe % Ph-NHCO 
— TT L — OM e > Ph-NHCO-SLV-OE t, Ph-NHCO-SFV 
-OEtx Ph-NHCO-S I V-OE t, Ph — NHCO — SRV — OE t> 
Ph-NHCO-S VV-OE t, Ph— NHCO — TLV — OE t x Ph- 



NHCO 


- S L L- 


OE 


Ph-NHCO- 


TTL-OEt, Cyh- 


IN LL \s \J 


-SLV, 


Cyh- 


NHCO 


-SFV^ Cyh- 


NHCO 


-SIV, 


Cyh- 


NHCO- 


SRV, 


C y h- 


NHCO 


-svv, 


Cyh- 


NHCO- 


TL V. 


C y h-NHCO- 


sm 


Cyh- 


NHCO- 


TTL % 


C y h- 


NHCO 


- S L V- 


OMe N 


Cyh- 


NHCO 


-S F V- 


OMe, 


Cyh- 


NHCO 


- S I V- 


OMe> 


C y h- 


NHCO 


-SRV- 


OMe. 


C y h- 


NHCO 


- S V V- 


OMe, 


Cyh- 


NHCO 


-TL V- 


OMex 


Cyh- 


NHCO 


-SLL- 


OMe> 


C y h- 


NHCO 


-TTL- 


OMe N 


Cyh- 


NHCO 


-SL V- 


OEt, 


Cyh- 


NHCO 


- S F V- 


O E t > 


C y h - 


NHCO 


- S I V- 


OEt, 


Cyh- 


NHCO 


- SRV- 


OEt, 


Cyh- 


NHCO 


- s vv- 


OE 


C y h- 


NHCO 


-TL V- 


OE t> 


Cyh- 


NHCO 


— S L L — 


OE 


Cyh- 


NHCO 


— T T L — 


OEt, 


P h-CO- 


SLV N 


P h-CO 


- S L V 


-OMe 


. P h - 


CO-SLV-OEt, Cyh- 



CO-SLV, Cy h — CO— SLV — OMe>, C y h - C O - S L V- O E t 
a<<fc»:f btiZo 

<i.Lx ±.2E4t&%!l<Dm&&miz3s\,*-C^ A c Ph-CO-> Cyh-CO 
Ph-NHCO-, *5«fct/C y h-NHCO-JiN5^«gco^MiS^LT*5 

t5o -OMe % -OE t fciCf-O i P r \**tl*?tlCM%&V>t) )l<#*- 
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tlX^ZZt&M&i-tZo (CH 2 NH) -itTi K^O*^U 

^-:^US*<iS7C$nXV^5Clii»i*LT*5»3x - (NM e ) Xli7;;t07; 

(D) X<Oie-^T?^LXV>So 

^Sf&HJ OH) . r«EEXS.®Hf&J n mi 4*£x KJIW/S ; ¥FM»5fe. 
55c<b^S^I£> 5 2t, 3 4 7-"*— 5\ 1994^; feSl^t*,. Gregory A. 
Grant OSS) ^ TSynthetic Peptides : A User* s Guide _K W. H. Freeman 
and Company tto WNa±TC&f&Ztlti'<Zf?- KfcU «^O^S<Z>Ift«»©^ i& 

tttt&rcflEW W^">X^l/-MS, FAB — M S> FD- 

MS) „ HP L t£Z>&lZ 1 H-NMR (5 0 0MHz) X-** h^W-afco 
N^^CDflgfifaf*©?^ 7-bfA{bliDMF (i?/fM^A7; K) M 

TKB^Be-eAaa-rsc t{c«koT?t ^n-So ft©7i/;Kb^*»iix 
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«»i@*<iS7n$n^C i^Sfc<h-#-*^«!3(i. I~J. Med. Chem. J, 
2 8^. 1 8 7 41 (1 98 550 *>S^(i f~#§a¥5 - 2 7 1 2 7 £fg 

XmzmoJj'it; (O r g. Syn. . 6 7t, 6 9H. 1 9 8 8 50 -?S£! L 

w<Dit&&ii^ mwt^ m&t, &bu $k<t*&wt, mm^^z/^juyr ^ >wttzt~ 
-7u>wt. rj/N^g?. tv u -y^j^m. -?i"<>wi. mm. m^sm. v> 

XWffl-C*5 0 *^3©fb^{iU^^*-©^fg5i*> L< Keossr 
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l * -5 gt£U *> -5 ^ tiSfflJJart <D U-tr - O •> ;U£:f£ig-r -5 B3^CDS^*^B 
Fa s-C**«^ ^^S^^OYb^^SOr&^cfc^^ffl^^fetcS 

£ So £ #fcgiR6<J )5-7Kl/^^^Hr^ -ffi^RJ 
&l L-8 Isfe? 1 * »!8?^-**f8W©ih^«l*«ttB8WU 

if «D3feffi*«£ -5 gLH©r&gt K *? -5 m&<D tz J6 ir Jtt£- Jr&^-T s:i *<t? £ 5 0 

F a s > VIP Hr-^^-cDftfeJCJBJcKIJiLTl.^ t SXXtf-7^ft5 
$IHflSfg£ Hr "^"^ — <t LT> transforming growth factor beta receptor III, 
insulin-like growth factor I receptor, growth hormone-releasing hormone 
receptor, somatostatin recptor 4, CTLA-4 counter-receptor B7-2. prolactin 
receptor long form, nerve growth factor receptor homolog, TGF-beta type 
II receptor, platelet-derived growth factor receptor beta . somatostatin 
receptor I , somatostatin receptor SSTS3. folate receptor type gamma, 
parathyroid hormone related peptide receptor, fibroblast growth factor 
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receptor 1 , epidermal growth factor receptor HER4, nerve growth factor 
receptor £-5 transforming protein mas^r^tf C -5 G C*l£>© 

LTn Fas, luteinizing hormone-choriogonadotropin receptror l.T-cell 
surface glycoprotein CD2. CTLA-4 counter-receptor B7-2, interleukin-5 
receptor, G protein-coupled receptor BLR. leukocyte surface glycoprotein 
CD16, vasoactive intestinal peptide receptor, antigen CD97, cell adhesion 
receptor CD36, IgG Fc receptor Ila, bradykinin B2 receptor* S I ^{i 
histamine H2 receptor ^r&tfS C £i)<~U£ Z> Q cnb©Hr^"l:^)Et5 

*&jfo^ itottJ»@^{cKHiLx^s t sxx*^~7**r*--Bttaamtn?^ 

-iL^ fibronectin receptor alpha chain, insulin- like growth factor I 
receptor, antigen CD97, cell adhesion receptor CD36, G-CSF receptor D7 
l^tiu-plasminogen activator receptor form 2 ^ibVf^ d <fc *<Tf^ -So £*t£> 

I L-8 Hr^^"Oftelc^StcKimLT^5 t S XX**— 7*fri-*tt!S 
^Hr^^ - <h LTn transforming growth factor beta receptor III. 
prostaglandin E receptor subtype EP3C, prostanoid IP receptor, 
prostaglandin E receptor subtype EP1. G protein-coupled receptor BLR, 
nerve growth factor receptor homolog. TGF-beta typr II receptor, cell 
surface glycoprotein CDllc, secretory phospholipase A2 receptor 
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bradykinin B2 receptor &5l^(ihistamine H2 receptor &£>\f -5 C tf)<T:^ 

mm$s%kizMmL-c\<^z> t sxx^^-^^-t^mmm\y^zr^-t lt\ 

transforming growth factor beta receptor III, natriuretic peptide 
receptor C, prostaglandin E receptor subtype EP3C, prostanoid IP receptor, 
cannabinoid receptor CB2, natriuretic peptide receptor A .adrenergic 
receptor alpha 1 A, vasoactive intestinal peptide receptor, TGF-beta type 
II receptor, cell adhesion receptor CD36, nicotinic acetylcholine receptor 
beta-2 chain, platelet-derived growth factor receptor beta, beta-- 
adrenergic receptor, endothel in receptor A subtype, glucagon- like peptide- 
1 receptor, endothel in receptor B, antidiuretic hormone receptor, beta-1- 
adrenergic receoptor. serotonin receptor 5HT-2. serotonin receptor 5HT-1C, 
serotonin 5-HT2B receptor protein. \ *t±alpha-2B-adrenergic receptor 

m • w&mzmmL-c^z t sxx^e^-^^-r^mfismiy^zf^-t lt> 

glutamate receptor 6 kainate-pref erring receptor .oxytocin receptor, 
insulin-like growth factor I receptor, protein-tyrosine kinase sky, 
somatostatin receptor 4. somatostatin receptor I, somatostatin receptor 
SSTR3, glutamate receptor GluRl, metabotropic glutamate receptor 5 B, 
metabotropic glutamate 5 A, G protein-coupled receptor GPR1. muscarinic 
acetylcholine receptor 113. thyropin-re leasing hormone receptor, nerve 
growth factor receptor low affinity. VIP receptor, serotonin receptor 5HT- 
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2. serotonin receptor 5HT-1C, NMDA receptor chain 1, NMDA receptor 
modulatory chain hNR2A. corticotropin-releasing hormone receptor, ab <5 1 •> li 
melanocortin receptor 4 ^il/SZi^TSSo C tl t>© U-tr^^ — 

calcitonin receptor, parathyroid hormone related peptide receptor to 2> t * (i 
insulin-like growth factor I receptor **tf5Ci^T*§4 0 CUl&CDUr 

-ogM^a^ii, battle, JfrflRcK j^f*^ KT> KTCrt* fccfc 

■c*5o aa^rt. BCFis&tfnmttmic&L-ci±^ rs^s^commm 
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m&tz-tz «fc r> iwggis^^-e^-So 

COi^^M^c^i LXJi. ^^cD-ffc^i^lc. ^J^.tf. pH7. 4 ©3:3 
:&*£*© «k -5 ttSSSWcSB* tl£ffi# £ *^tf 7k*tt<D3K«l© © b&tto C 
O^f^^^W^^fi— m (bolus) m#©ff5^lf*3©IfllgRF f 3^At- 

*^®>ft^-^«:?st^»i L-rt h»^#rt{ci8:#-r-5^^ i b commits 

l^th©I#|ctg:4t5tLT, lBSfctUl&O. 0 0 lmg/kg (t h©# 
ffi) 3^&*&2 Omg/kgHSU L< te> lH^fct), 0. 0 0 5mg/kg^£ifr 
1 Omg/kgMrzrfflV^tiS©^— «:We*-5o 
^mM(0{t^^m l ^Tg&B© £ ;t<*f£&fe#J 39~44*5«fctf84~85J^ 

a<7# h-^X^tgcStel^fflfiSK^^CDfctF a s ta££& -5 l^JiF a s'J^/ 
> Ki*»B,flOft^ flRtfPh-NHCO-SLV-OE t £*0ffflU *K 
IfflflSfCTtf h-*>X€rBH»-ff*ntf F a s ©R C Rffi«*<S/^^©iqi*ijKiH,i 
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tMOV I P<t*!£B3<Dft;^k h-NHCO-S L V-OE t 

#fflU VI PO->^-^->»^<«]SJ^ntl{^ VI P U-tr^-CDR CR^<-> 

KUT-iJy ? Hr^-i I L-8 H?^^-<D«^«|i LT^Lfc^ Cv$« 

#jx.t^ BK£©«fc-5{c> U-fe>^^-*<F a s-e*-5^^ FastPTP- 
B A S cojg^ffi^-t- SCi{c«ktJ#fiaJ!a5EtcggLTF a s *>&0 5/^^u*jElc 
lafiTS-rsci^X^^o ioT^ F a s fr6<Di'/7-^;oi ? IzmtiHi- 

mn&<z>femizms&-e& * Q f a s ->^^cos^{iSB^feaE^jnoisH 

Ktt -5 C <h*<liEI§c!: tl/C*5 1) (Nagata. S. and P. Golstein(1995). "The Fas 
death factor". Science (fash. DC). 267:1449-1456) x «koT N _tie©;£}£ti&gE 
• T U^-^tOM&i 0 ? -So ^cDPMtcKI L-C{±^jSO^^J 3 1 ^ 
3 8^ 3 9^ 4 (K 8 4 Jcjjcr«fc -5 fc:^ F a s CD C&ffi^zf*- K S L VcDSta*{* 

U-fe^-^V I Pl/-b^-T-*5Ji^ f£8fcfll4 1*5^^4 4^£ 
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? t (Dm^&m-m-t zztiz*.*)^ v i p<Dftm^M ltv i p v*z?9-frt> 

JS<Oig5i^-«l$tJt-^Ct*>t,^ VI P ^^^-;&^£©^**^-;^€•:a^;:iiti5-rS 
^ 2 ~ 7 KL/ti;7 * H?"^— *3J:CM L- 8 U-tr^-Ko^T 

2 -T KUti^y^ UfT*^ — :fe «fc CM L-8 Ut^-O 

m m m 

mmmi 

L — -ir 'J )V- L - o^T ->;b- L U > (SLV) g>l%8if 
Fraoc-L-^'U^Oo^fcWangUy^ (4 0 0iig, 0. 2 5 l> -=&>M§ 

L A:^ Fmo c -L-o-f >>> (0. 5 MfggO £<D*i yZf*) 
Jfc£:H*SJi-CTT^rtio Fmo cg<DJl&G^fi2 O^kf^'J ( D M F i£iS0 * 
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HBTu (0-K>«/hij7</-;l / _l-^;i,_ N| N> N - t N - _^ h5y 

^•»ON»Fmo c^|S|^{clUS«SL^:^ Fmo c -O- t 
— L — -b 'J >i©* * >^RJ6*|q|«lcff-3fco H«±^fig$tifc^^ K 
N^JSO F m o c S^Jttfi^l Lfc^> T F A (h'j7;btn^S) tfftlS^- 

-5 c £ tc«k o -t >j >fflom_t<o^s ( t - y^-jum) e>wm t u s> 

10t>*§L£-fTo*: o Kli^&fcfto-cfitSSJU 3 2. lmgOL- 

•t'J;U-L-a^i/;l,-L-/<V> (SLV) 
FAB-MS (m/z) : 318 (MH + ) „ 

*H — NMR (<5, CDg OD) : 0. 95 (12H. m) . 1. 66 (3H, 
m) , 2. 16 (1H, m) % 3. 8 5 (1 H, m) ^ 3. 9 4 (2H. m) . 
4. 27 (1H, d, J=6. 1Hz), 4. 52 (1H. d d. J=9. 8. 
4. 9 H z ) o 

N - 7-b»^ - L -b 'J L - o>f L ~/< g > (Ac -SLV) <P1H 

m 

£fe)«|{cWa n g Ui?> (9 0mg) £-fflt^B*SJL-e^J5)c Ltz^zf* K 
ON5|?ig|:filrIt5Fmo c^£-fc°^i; >-?Jift6^ L 3 0 %m*W?M 

3. 7mgCDN — T-tr^-Jb- L --t? >J ;U- L — a-f i/jV — L — '<U > (A c 
-SLV) **§7t 0 

FAB-MS (m/z) : 3 6 0 (MH + ) 0 

X H-NMR (5. CD 3 OD) : 0. 95 (12H. m) „ 1. 65 (3H, 
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m)> 1. 99 (3H, s) ^ 2. 15 (1H, m) N 3. 76 (2H. m). 
4. 29 (1H, d, J=6. 1Hz), 4. 44 (1H, t, J=6. 1Hz) 
x 4. 48 (1H, dd. J=4. 9, 10. 4Hz) e 

N-^^V^U-L-^'J^-L-o^WU-L-^'; > (Ph-CO-SL 
V) g)g|g$iJ 

HJfe^Jl tfsHtfcWa ngU^> (4 0 Omg) *ffll.*H*B±-C^JS5Lrt:'*'7*- 

-CfHl^cO^^^'U >^*SJ&*fft^ $bi:TFAfi!ilt5:il:i!), 3 2. 
2mg«DN-K>v' , -f ^-L--b U^-L-o-f i/;l/-L-^<'J > (Ph-CO- 
SL V) &mtio 
FAB-MS (m/z) : 4 2 2 (MH + ) 0 

*H — NMR (<? x CDj OD) : 0. 9 5 ( 1 2 H. m) . 1. 6 5 (2H, 
m) > 1. 75 (1H, m) N 2. 16 (1H. m) % 3. 9 0 (2H, m) , 
4. 29 (1H, d, J -5. 5Hz)^ 4. 52 (1H, d d, J=4. 9, 
9. 8Hz), 4. 68 (1H, t. J=6. 1Hz), 7. 46 (2H. m) N 
7. 53 (1H. m) ^ 7. 87 (2H, d, J = 7. 3Hz) e 

N - -> ^ >;U;ft ;UrK— ;U— L-t'J ;U— L — o-T ->;U— L — y< U > 

(Cyh-CO-SLV) CDggSg 

P^Kc ii y zf ij > ^KJE*fr -> T F Atem&m \ 2 6. 4 mgO N-is? 

w^.*r is foil )\, L --t? 'J JU — L — a -< isJi,— L — ^<«J > (Cyh-CO 

-SLV) £-^*r 0 

FAB-MS (m/z) : 4 2 8 (MH + ) 0 
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H-NMR (5. CD 3 OD) : 0. 94 (12H. m) x 1. 28 (3H, 
m) N 1. 41 (2H, m) . 1. 66 (4H. m) 1. 78 (4H. m) , 
2. 15 (1 H, m) . 2. 2 4 (1H, m) N 3. 7 3 (2H, m) . 
4. 29 (1H, d. J=5. 5Hz), 4. 44 (2H. m) 0 

N — 7x-;l>7 $ J -ft L — -fe U />. — L — □ -f ->;b— L — ^<'J > 
CPh-NHCO-SLV) <DWm 

^lW2iTO:WangU-;y (4 0 Omg) «-ffl^H*BJb7?^l5£Lfc^^ 

iilLfc^ TF A^ffl!lM_h©flte^<!: U^>*>t»CDi3!I»)r«tL«-m^ 5 1. 2 
Bg©N-7x-,/I/7 S J t}Jltf—JV- L — -tr U ^- L - o-f ->;U- L >J > 
(P h-NHCO- S L V) £-*#fc 0 
FAB-MS (m/z) : 4 3 7 (MH + ) , 

*H — NMR (5 % CDg OD) : 0. 9 5 ( 1 2 H. m) , 1. 69 (3H, 
m) % 2. 17 (1H, m) x 3. 74 (1 H. d d, J = 10. 4, 
6. lHz) N 3. 86 (1H, dd. J = 10. 4, 4. 9Hz), 4. 29 

(1H, d, J = 5. 5Hz) „ 4. 40 (1H. d d, J=6. 1, 
4. 9Hz). 4. 50 (1H, dd. J=9. 8, 4. 9Hz) x 6. 97 

(1H, m)> 7. 24 (2H, m), 7. 35 (2H, d. J=8. 5Hz) Q 

N — a^i/;l/7 S J ft L — -tr 'J JU— L — o-f ->JU- L -»< U 

> (Cyh-NHCO-SLV) <DmM 
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(2MODMFM) 3 8. 2mgO N - i/ 5 n^*- i/jVT i J tjfrtf— 

;U-L--tr y;U-L-o>f >Jl>-L-'<V > (Cyh-NHCO-SLV) 

FAB-MS (m/z) : 443 (MH + ) e 

X H-NMR (<5. CD 3 OD) : 0. 95 (12H, m) , 1. 17 (3H. 
m) > 1. 3 4 (3H, m) N 1. 6 0 (2 H. m) 1. 7 1 (3 H, m) % 
1. 8 5 (2H, m) N 2. 16 (1 H. m) . 3. 4 7 (1 H, m) N 

3. 66 (1H, m) . 3. 78 (1H. d d, J = 10. 4, 5. 5Hz) % 

4. 2 9 (2H, in), 4. 4 8 (1H, m) 0 

N -7-bf;l/- L — -fe U A/ — L — P'-f i/Jl/— L U >y ^bai^^U (Ac 
-SLV-OMe) CDMSS! 

^SS^J2 "C?#/iN -T-tr^-;U- L — -tr 'J Jb- L - u-< ->;U- L 'J > (A c 
-SLV) 14. 9mg^mmMi<Djt ^ y -JUlzmmLf^^ *JTV*9> Cx- 
9-Jl/r£i&) -etoat-S Cilw.kt) 6. 4mg<DN-7-fe i 2 L ;U-L--tr U^-L-n 

i/^U-L -^<U (Ac -SLV-OMe) *?#rt:o 

FD-MS (m/2) : 3 7 3 (M + ) 0 

X H-NMR (<5x CDClg) :0. 92 (12 H, m), 1. 56 (1H, 
m) , 1. 7 0 (2 H, m) , 2. 0 3 (3H. s) , 2. 15 (1 H, m) . 
3. 63 (2H, m) , 3. 74 (3H, s) N 4. 04 (1H, br d, J 
= 11. OH z) x 4. 41 (1H. m) N 4. 54 (2H, m) N 6. 48 
(1H, d, J=6. 7Hz), 6. 69 (1H, d, J=8. 5Hz), 
6. 7 7 (1H. d. J =7. 3Hz) o 
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N — 7 sc.— JIT i J ij JViji—JV-'L — te 'J ;b-L -o^f ->>>U- L W 
;U.x.X^^ (P h -NH CO- S L V-OM e) CDj^SSj 

L-/<U>(Ph-NHCO-SLV) 15. 3mg^r||i6^J 7 i?TV* 
^^T'tolU 8. 2mg<DN-7 *—Jl,T \ J tiJU^—jU-L -- fe U ;U-L-u 
Wl/-L-;<'J ^bjr.^.-TVU (Ph-NHCO-SLV-OMe) 

FAB-MS (m/z) : 451 (MH + ) e 

1 H-NMR (6^ CDClg) : 0. 9 0 (1 2 H. m) ^ 1. 6 9 (3H, 
m) N 2. 14 (1 H, m) > 3. 6 5 (1 H, m) ^ 3. 7 2 (3H, s) „ 
4. 02 (1H, dd, J=7. 3, 3. 1Hz), 4. 54 (3H, m) x 
6. 15 (1H, d, J=7. 3Hz), 7. 04 (1H. t. J=7. 3Hz) 
. 7. 20 (2H, t, J=7. 9Hz), 7. 30 (2H, 
overlapped),, 

N — is ? W^*ri/)\,T i J ii )\,-#—)\,— L U JU— L — o^f ->;U- L -;<'J 
>^ ?-;bJ.x^;U (C y h-NHCO-S L V-OMe) Oiggij 

6 N-->? ^ J t>)\,r£=- JU- L *) JU- L -a J 

isJls-L-'O) > (Cyh-NHCO-SLV) 1 Smg^^ife^J 7 <fc|nH£{C 5; r 
V^^^-CAaSL^ 4. 8mgCDN — i/ 9 w^*ri/ )\,T X J fj ){/— L — -te U 

L — a >f ->JU— L — U >^f;l/XXf^ (C y h-NHCO-S L V- 
OMe) &mtz 0 

F D-MS (m/z) : 4 5 7 (MH + ) 0 

X H-NMR (<5. CDCL) :0. 91 (12 H, m). 1. 12 (3H. 
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m) N 1. 34 (2H, m) N 1. 5-1. 7 (6H) , 1. 90 (2 H. m) . 
2. 15 (1H. m) . 3. 51 (1H. m) . 3. 63 (1H, d d, J = 
11. 0. 6. 1Hz), 3. 73 (3 H. s) . 4. 01 (1H, dd. J = 
11. 0, 3. 7Hz), 4. 4 4 (2H, m) , 4. 5 3 (1H, dd, J = 

8. 9, 5. 2Hz), 5. 55 (1H, b r) x 7. 05 (1H, d, J = 

9. 1 H z ) o 

mmmi o 

N- [4-y^-JU-2 (S) - (N-T-tr^-^-L— U AO T S J h 
- 1 ;b] - L 'J >y ^L/ZCX^b (Ac-SL-0- (CHj NH) - 
V-OMe) g>gg$ii 

N-T-fe^JU-O- t -?^;U-L--te'J > (2 1 Omg) iN- [4-^^-A- 
-2 (S) — T S / h - 1 — (M -L-'<»J >y*-Aoc;*5rA- (3 4 0 

mg) (1. 0ml) i:JSiLfc^ l-tKu + ^Xh'JT'/ 

1tK¥0$J CI 4 Omg) i J? n^+J/^^jK^'f 5 K (2 1 Omg) * 
igs»n U SJC&^r^M-C 1 7 B#Rf[«# L iz 0 ^fS^ttia-cg** L 5/ U * 
yA/^o-r h^*^^^ --?*SSiiU 18 1ugON- [4-^^-vU-2 (S) - 
(N-7-fef-'l/-0-t-7 , f;l'-L-fe'J;l/) 7;/-'<>h-l-<^] - 

£ t> {Cjii2^^ 18 1 mg£- 95J6TF A/gBr? 8 B$m%m L JtSU 
ig^ n-7 -"CmSSiL^ 69mgON- [4-^^-^-2 (S) - (N- 

T-bf^-L-t'J^) 7; y -<0 h - 1 ;u] -L-/<u>yf;i/xxf 
(Ac-SL-0- (C H g NH) -V-OMe) &mtz 0 

FD-MS (m/z) : 3 6 0 (MH + ) „ 

X H-NMR (<5. CDClg) :0. 91 (12 H, m) ^ 1. 28 flH, 
m) . 1 . 3 7 ( 1 H. m) . 1 . 6 1 ( 1 H, m) ^ 1 . 9 5 ( 1 H. m) . 
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2. 02 (3H, s) . 2. 37 (1H. dd, J = ll. 6. 7. 9Hz), 

2. 67 (1H, dd. J = ll. 6, 4. 3Hz), 2. 81 (1H, br), 

3. 01 (1H. d. J=5. 5Hz), 3. 54 ( 1 H, d d, J = ll. 6. 
7. 3Hz). 3. 72 (3H, s). 3. 94 (1H. d d. J=ll. 6, 

4. 3Hz) % 4. 10 (1H, m) . 4. 48 (1H, m) . 6. 50 C1H. 
d, J=9. 2). 6. 63 (1H, d. J-6. 7Hz) Q 

mmmi 1 

N- [4 -*=f-)ls-2 (S) - (N-T-t?^>>U-L--t?U;t/) 7;;-Oh 
-L -;<*)> CAc-SL-0- (CH 2 N H) -V) ©H$g 

lOmgON- [4-^^-^-2 (S) - (N-THr^U-L—feUA-) 7; 
y h — 1 — -OH — L -/<>J >y f-Jl'JtX'T-Jls&l. OralO^;-^ 

izigmLtz^ 4 ^*©*Stffc U ^ ATkfgifc (0. 5ml) ;&jgs;&nU TJl^f 

^ -ick^Tg^itSN- [4->*-;l/-2 (S) - (N-y-fe^;U 
-L— bll;W 7U-^>h-l-^;H -L-'<y> (Ac-SL-0- 
(CH 2 NH) -V) £-5. 4mg^ 0 
FD-MS (m/z) : 3 4 6 (MH + ) 0 

*H — NMR (<5. CD 3 OD) : 0. 92 (3H, d, J=6. 7Hz) > 
0. 95 (3H. d. J=6. 7Hz), 1. 04 (3H. d. J=6. 7Hz) 
„ 1. 10 (3H, d. J=6. 7Hz) . 1. 33 (1H, m) N 1. 54 
(1H. m) . 1. 70 (1H, m) „ 2. 01 (3H, s) N 2. 22 ( 1 H. 
m) . 2. 9 5 (1 H, br dd. J = 12. 8, 9. 8 H z ) N 3. 20 
(1H. br d. J = 12. 8Hz) N 3. 38 (1H, br) N 3. 75 
(1H, dd, J = 10. 4. 5. 5Hz). 3. 82 (1H. d d. J = 
10. 4, 4. 8Hz) % 4. 27 (1H, m). 4. 32 (1H, m) e 
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nmm 1 2 

N-T-te3 L ;b-D--tr U;U-L-o>r ->>>U-L-^<'J > (Ac- (D) S L V) 

H^JlCFmo c-0 - t -y^Jl-L --tr U XDf^btMC Fmoc-O 

- t -^f^-D-b'J WangU^> (4 0 0mg) ±."e^^ K 
^^•fiSLTt^ $mm2 i|Hl^lfc«LS^--5Ci{wJ;oXl 5. 4ragON-7t 
^•;U-D--tr 'J^-L-o-f v^U-L-'<U > (Ac - (D) S L V) &mtio 

FAB-MS (m/z) : 3 6 0 (MH + ) „ 

1 H-NMR (<5. CD 3 OD) : 0. 9 5 (1 2 H. m) . 1. 6 2 (2H, 
m) ^ 1. 68 (1H, m) ^ 2. 00 (3H, s)> 2. 16 (1H, m). 
3. 76 (2H, m) , 4. 29 (1H, d. J=5. 5Hz) . 4. 40 
(1H. t. J=5. 5Hz), 4. 47 (1H, dd, J=9. 2, 
5. 5 H z ) o 
f&SfeffJl 3 

N -T-tr^-^U-N L --tr U L — o ->;U- L —'< 'J > (A c - 
(NMe) S L V) cojlgSi 

5£#S#IJ 1 CD F m o c - O- t - 7?-Jls— L — -tr y ><Dft*> (3 tc^ Fmo c - N 
^-JU-0-K> *?JI,-L —is 'J ^ffll^ Wa n g (400mg) ± 

-e^^ K£-£-5£L*:&. ^Jte^J2<b|H|«{wtoS-9"'5C<i:(cJ;o-C9 0. 7mg 
CDN -T-tr^-^- N - y O — L — tr U >»U - L - □ ^ ->Jb- L - 

£:«48&<>:U 7km5?ffl^T2. 5B#fig«#L*:o f&J«£:2tt®lc«k ,tiv^i> 
ZEt^«fiS-T-S C £ o TB^i-rS N - ^ L --tr 'J ;U 

- L - ->;U- L -'<'J > (Ac- (NMe) SLV) 6 8mg{|fc ( 
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FAB-MS (m/z) : 3 7 4 (MH + ) 0 
1 H-NMR (<5. CDgOD) : 0. 95 ( 1 2 H. m) „ 1. 63 (3H, 
m) . 2. 1 5 (3H, s) . 2. 18 (1H, m) , 2. 6 5 (3H, s) . 

3. 8 8 (1 H. m) ^ 3. 9 7 (1 H. m) ^ 4. 2 7 (1 H, m) ^ 

4. 4 5 (1 H, m) . 4. 6 0 (1 H. m) 0 

mmmi 4 

N-T-fe-y-;l/-L— fe'J;l/-L-3Ql/» S;U-L-'<'J > (Ac-SEV) <D 

mm 

lOFmo c — L — a >f •> XDftfr Fmoc-L - >f)\s* I 

*JBl^ Wangl/-^ (4 0 0mg) _tT:^^ K*^J5JtLrt:SU HJte#l2 «b 
I^J^fc^ia-r^C tlc<koT5 5. 1 m g©N-T-t??-JU- L — -tr L 
JU* 5. L U > (Ac-SEV) £-*#*io 
FAB-MS (m/z) : 3 7 6 (MH + ) 0 

X H-NMR CD 3 OD) : 0. 97 (6H, m) „ 1. 93 (1H, 

m) . 2. 0 1 (3 H, s) . 2. 16 (2H, m) , 2. 4 3 (2H, m) , 

3. 74 (1H. dd, J = ll. 0. 5. 5 H z ) > 3. 80 (1H, d d. 
J -=11. 0. 5. 5Hz), 4. 29 (1H. d, J = 5. 5Hz), 

4. 42 (1H. t. J=5. 5Hz), 4. 49 ( 1 H. d d. J=8. 1. 
4. 4 H z) o 

mmmi 5 

N -T-fr^U- L --fcr U )V- L - U 'JJ\,- L-'<U > (Ac-SKV) g>mgg 
Hife^J lOFrao c - L - □ -> XDft£> K> Fmo c — L — U : J >£:ffl».^ 
WangUv?> (400mg) ±X"<71- KSr^fiS Lrt:*gU Hife#] 2 ^HtifclwAL 
lt5CilcJ;oT6 3. 6mg©N-7tf^-L-t'J^-L-'J i?;b-L 
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-'<<J> (Ac-SKV) &mtz 0 

FAB-MS (m/z) : 3 7 5 (MH + ) 0 

^-NMR (5 % CD 3 OD) : 0. 9 6 (6 H, b r d, J = 
6. 7 H z ) N 1. 49 (2H, m) ^ 1. 68 (3H. m) ^ 1. 93 (1H, 
m) . 2. 00 (3H. s ) . 2. 17 (1H, m) . 2. 92 (2H, br 
t. J=7Hz) , 3. 77 (2H, m) ^ 4. 30 (1H. br d, J = 
6Hz)^ 4. 36 (1H, br t, J = 7Hz), 4. 49 (1H, br 
dd, J=9, 5Hz) 0 

mmmi 6 

N-T-tr^-;U-L--tr'J;b-L -7x_;b77-^- L — >>< U > (A c - S F 

v) tongas* 

^ISfe^J lOFmo c — L — o^T ->>ODft^>0 Fmo c — L - ~7 jl—JUT^ 
— >&m^ WangUy> (400m g) ±r^^f- K£r£-fiE L*:&. HifeM 
2 £ Ih]^{cMS^- 5Cii:<toT4 3. 3mgON-7tf;l,-L-t'J^-L 
-7x^;l/77-;b-L-^'iJ > (Ac-SFV) <£f#/= 0 

FAB -MS (m/z) : 3 94 (MH + ) 0 

1 H-NMR (<K CD 3 OD) : 0. 95 (6H. m) > 1. 96 (3H, 
m) N 2. 14 (1 H, m) . 2. 9 3 (1 H, m) . 3. 19 (1 H, m) . 
3. 68 (2 H, d. J=6. 1Hz) ^ 4. 2 8 (1H, m) , 4. 39 
(1 H. m) . 4. 7 1 (1 H, m) > 7. 2 4 (5H. m) 0 

smm 1' 7 

N - 7-bf L -tr U 4/- L - ^f V n >f ->;l- L 'J > (A c - S I V) 

<pmm 

^M&\ lOFmo c - L - □ -> > CD ft *HC^ Fmo c— L— -fV □-<->> 
£-ffl<^ Wang Ui^> (4 0 Omg) Jl^^?- K*^J5fcLfcSU m&M2 b. 
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tslWzmm-?Z>Zt\z£-?-z;i 0. 9mg©N-7-fcrf-;U-L--tr'J;b-L--< 
Vn^f isjV- L U > (Ac-SIV) £-*#*: 0 
FAB-MS (m/z) : 3 6 0 (MH + ) 0 

*H-NMR (<K CD 3 OD) :0. 95 (12 H, m) , 1. 19 (1H, 
m) N 1. 54 (1H. m). 1. 89 (1H, m) ^ 2. 00 (3H, s) N 
2. 15 (1H, m), 3. 7 4 (2H, m) , 4. 2 9 (1H, d, J = 
6. 1Hz), 4. 34 (1H. d. J=7. 3Hz), 4. 47 (1H. m) Q 

mt&mi 8 

N-7-t?^;U-L--hrU;U-L-^<U Jl/-L-^<U > (Ac-SVV) (Djggj 
^JS^JlOFmo c — L — a -f Z/<Dft£> K> t=U F m o c — L 'J >^ffl 
W a n g U > (4 0 0mg) ±-C"<zf?- K£r^Bfc L fcgU I^Jfe^J 2 ifej^tc^ 
lt5CtlcJ;oT3 9. Omg©N-T-tr^-yl/-L--feU>»U-L--'<'J;l/-L 

-'<y> (Ac-svv) £*#*: 0 

FAB-MS (m/z) : 3 4 6 (MH + ) 0 

*H — NMR (<5, CDg OD) : 0. 9 7 (1 2 H, m) > 2. 0 1 (3H, 
s) ^ 2. 14 (2H, m) > 3. 74 (1H. d d, J = ll. 0. 6. 1H 
z) . 3. 76 (1H, dd, J=ll. 0. 5. 5Hz), 4. 30 (2H. 
m) x 4. 48 (1H, t, J=6. lHz) e 

m&mi 9 

N-T-tr?-^- L-xi/t-;l- L — a -f L -/<U > (A c - T L V) 

^JlOFmo c -O- t -y=f-)V- L — -t? U >©ft*?t>l^ Fmo c -O 
- t -yf-^-L-Xl/t-^^-ffl^^ WangUi?> (4 0 0m g) ±~C^zf 
* K£-^fiJcLA:SU l£J£^J2 Ci(c«to-C 1 4. 8mgON- 

7tf L - X l/ti^ - L - - L - '<'J > (Ac-TLV) &mtz 0 
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FAB-MS (m/z) : 3 7 4 (MH + ) «, 

! H-NMR (<K CDg OD) : 0. 92 (3H, d, J=6. 7Hz) . 

0. 96 (9H. m) N 1. 17 (3H. d, J = 6. 7Hz) , 1. 61 
(2H. m) „ 1. 71 (1H. m) ^ 2. 03 (3H, s) N 2. 16 (1H, 

m) . 4. 10 (1H, m) x 4. 28 (1H, d, J=5. 5Hz), 

4. 35 (1H. d, J=4. 9Hz) . 4. 52 (1H, d d. J=9. 5. 

5. 8H z) o 

mmm2 o 

HffiWl©Fmo c-L-'<U >©o^fcWa n g V ~J >CDft*3 fC N 
Fraoc-L-^Vo^i/XZJ-D^fcWangUy^ (18 0ms) £-fflt^T@ 

3. 6mg©N-7-bf;b-L— b U ;U-L-u-T ->^U— L — Vu*{i/> 
(A c - S L I ) £-*#^ 0 
FAB-MS (m/z) : 3 74 (MH + ) 0 

^-NMR (5, CDg OD) : 0. 9 1 (1 2 H, m) . 1. 2 1 (1H, 
m) ^ 1. 51 (1H, m) ^ 1. 62 (2H, m) ^ 1. 72 (1H, m)> 

1. 87 (1H. m ) x 2. 00 (3H, s) N 3. 75 (2H, m) 4. 31 
(1H, d, J=5. 5Hz)^ 4. 45 (2H. m) 0 

f£6feffJ2 1 

N-7-trT-Jb- L -T;U^— L-7X/^7^- L — t^Jl? i Jl>-L- 
yo>f ->;U— L — yjU? S — ;U— L — -tr U ;U— L - o-Y ->;U— L — U > 
(Ac— RNE I QSLV) fccfcC^N -7-fe?-;U- L - ;T I —Jb- L --fe 'J 



;U-L-o^r ->;b-L-^'J > (Ac-QSLV) <P§gSg 
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$ZfeM2 tfflffiiz LT> N - 7tfi - L - 7^-;l/ - L - 7X/<7¥-^ 
- L - yjl>? i JV-l>--( Vo-T is)ls-L-7JV9 I —j\s-L --fe U^-L-n 
<< i/)V-L-'<V > (Ac— RNE I QSLV) fe«fct>'N - f 1 ^- L - 7 )\, 
9 ^ —Jl- L — -t? 'J ;U- L — a -f L > (Ac -QSLV) £liS!iL 

A c -RNE I Q S L V 

Ionspray-MS (m/z) : 1 0 0 0. 1 (MH + ) 0 
A c -Q S L V 

Ionspray -MS (m/z) : 4 8 7. 5 (M + ) 0 

1 H-NMR (<5. CD g OD) : 0. 9 6 ( 1 2 H, m) N 1 . 6 5 (5H. 
m) x 1. 99 (3 H. s) . 2. 16 (1H, m) , 2. 3 1 (2 H, m) > 
3. 76 (1H, m) N 3. 83 (1H, m) . 4. 30 (2H, m) 4. 42 

(1 H. m) % 4. 4 9 (1 H. m) e 
mSkM2 2 

N — T-tr^U- L — -tr'J ;U-L — o-f ->;U— L— ^<'J > ji^I/jcx-t^U (Ac 

-SLV-OEt) g>ggga 

L-D^i/;l/-L-/<'J>xf;l/xxf^ (1. 8 2 g) <fc N- t 
-0-K>^;U-L— tr U > (2. 0 9 g) *DMF (3 0ml) »c«0*U t 
Ka + i"<>X h U 77-^ • l7kfQ#J (HOB t » 0. 9 6 g) CD#^ET. N 
-j^;b-N' - =f-)\,T S J Jltfif^ 5 K • 1 iggetg (E DC • 

HCU 1. 4 0 g) **B^3W£ IT 8 5#IHk MzST'KJSS-tf-rtio KJCtt*IlF 

e^T?te«IL^:^ «ff$£@L^o «£*8^Jc^TFA (6ml) (0. 3 

mi) (Dm&mizi&mL, m.&-c4 o -tttzik^ mee«j*S{cttf as- 



WO 97/1 1 09 1 PCT/JP96/02697 

6 3 



->;b- L -'<<J (3. 0 8g) *ntz 0 

(0. 3g)^v?^DD^>(CH 2 Cl r 2ml) Ki§»?Lx m^WfWt 
(80^1) th'J ifA7 5 > (120//1) 3:;DD>U Mza-C 1 8 I$MKJ&£ 

-■fe U^-L-o-T v^-L-'<U >xf^x7f* (0. 3 3 g) £?#*: 0 

$ t>JC N N-7-bf-*-0-^>'^l/-L-b U ;U-L -a-f isJU-L-'<V 
>xf;bxxf^ (0. 33g) *y^y-;K10ml) lc**PU 7klMt'< 

9 v 5 * a -mm&nm tu> TK^smT^a-e i 5 ^nzmt&mttn- fz 0 

o>f L-'<U (Ac - SLV-OE t) *215mgH 

FAB-MS (m/z) : 3 8 8 (MH + ) 0 
— NMR (<5. CDClg) :0. 88-0. 96 (12 H, m). 

1. 28 (3H. t, J=7. 3Hz), 1. 5 5-1. 75 (3H, m) , 

2. 03 (3H. s). 2. 15 (1H, m) , 3. 61 (1H. m). 

3. 92 (1H, br), 4. 00 (1H, m) , 4. 2 0 (2H. m) , 

4. 4 7 (1 H, m) ^ 4. 5 3 (1 H, m) N 4. 5 9 (1H, m) N 

6. 61 (1H, d. J=7. 4Hz), 6. 86 ( 1 H, d, J=8. 6Hz) 
> 7. 0 6 (1H, d. J = 7. 9Hz) 0 

mmm2 3 

jVjc^TJX, (Ph-NHCO-SLV-OE t) g»I8»l 
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2-C?#t>tl7^0-K>^^-L--fe'J>>U-L-a^r->;b-L-^<'J > 
^jl^L^T-jl (0. 5 g) 4DMF (5ml) fw/gft¥U 7xz;KV>>7t 
- h ( 0 . 13ml) &tiQ*_TW.iS.-C 1 5 B$&aSfS£ -frrtio HJ&^J 22i fSHtlc 
*£kSL> 3 9 0mg®N-7i-;l/7 5 J fi )i>^—)\/ — 0 'Jjls— L — -t? 'J 

L - o -f vjU- L -/< U >xf;l/xxf;b^fc 0 

>;u-L-^<U >xf;i,xxf^ (3 5 Omg) £-Jc^y-,u (10ml) <hD 
MF (10ml) OSMSi:^L^ I^^J2 2 <t(Hj^{wSftfcS7C«-^T^a&«J 
it5N-7x^;l/7; y #;b:K.=. L --fe >J JV- L - a-f L —*< U > 

jxl^Ujl^t^U (Ph-NHCO-SLV-OEt) £-2 4 9mgifc 0 
FAB-MS (m/z) : 465 (MH + ) 0 

X H-NMR (<K CDClg) :0. 88-0. 92 (12 H. m). 
1. 28 (3H, t. J=7. 3Hz), 1. 57 (1H. m) . 1. 69 

(2H, m) N 2. 15 (1H, m) N 3. 66 (1H, dd, J=ll. 0. 
7. 3Hz), 3. 91 (1H. dd. J = ll. 0, 4. 9Hz) N 4. 17 

(2H, m) ^ 4. 48 (3H, m) N 7. 00 ( 1 H, t, J=7. 3Hz). 
7. 24 (1H, dd, J=7. 9. 7. 3Hz) > 7. 33 (1H, d, J = 
7. 9 H z ) o 
H$feffJ2 4 

N — ■> ^ □^>> > ii / 7 $ y t!Jl<#— )V— L — 4? U ;U— L — o •< ->;U- L — /< 'J 
>j.^;bJCX^;U (Cyh-NHCO-SLV-OE t) (DIMM 

£ y ^ )\,^Z—)V — L — -tr 'J ;U— L — a-f ->;U— L — '< U > Ji^;L-aix^>'L' 
(C y h-NHCO-S L V-OE t) *2 0 4mg{|A: 0 
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FAB-MS (m/z) : 4 7 1 (MH + ) 0 

X H-NMR (<5, CDClg) :0. 90 - 0. 96 (12 H, m) N 
1. 14 (3H, m) , 1. 28 (3H, t. J-7. 3Hz) N 1. 34 
(2H. m) x 1. 58 (2H, m) . 1. 69 (4H, m) % 1 . 87 (2H, 
m) . 2. 1 5 (1 H, m) , 3. 4 8 (1 H, m) x 3. 6 0 (1 H, d d, 
J = ll. 0, 6. 7Hz), 3. 83 Cl II. dd, J=ll. 0, 4. 9H 
z) % 4. 18 (2H. m) , 4. 31 (1H, d d. J=6. 5. 
5. 2 H z ) > 4. 4 3 (2H, m) „ 

mm&\2 5 

N — T-fc^U— L — -t? U L — o^f >;U-L — T=y — JVJL^-f-j^ 
(Ac-SLA-OEt) CDgggj 

L-D-fy^-L-77->i^>il/XXr^ (0. 5 0 g) iN-Fmoc- 
O- t -z/f-JV- L --te 'J > (0. 8 3 g) £-DMF (10ml) t£)&8?U t 
Ko*^>XhU7 , /-A« lTKfD^J (H OB t s 0. 3 0 g) CD#«ET> N 
-jc^^-N* -*Jjt 5 y \£)\,t>)\,# t J'< 5 K« 1 (EDC« 

HCK 0. 4 5 g) ^lli LT3. 5B$flO> Sffl-eRJSSii-fco SiCtt* 

(10ml) icj£8?U Sfif5 O^RgS&S-feb*:^ ifcgM^UitSfDMTK 

*m7A?Dvh^7>f-Tfll!t5Cii:<k^ O-t-T/^U-L- 
-tr U;b-L-o^f J/^-L-75i ^jn^Uaix-r A< (0. 5 9 g) £-*#fc 0 

O - t L— -irU^U-L — n-f -> JL- — L — T^ — 

t^U (163m g) ^^ud^> (CH 2 C1 2" lml) U fcfck 

t^s? (45// 1) <t h $ > (75^i) &imz-^ mm-?8B$r£m.foz 



WO 97/11091 PCT/JP96/02697 

6 6 



- 0 - t - y f- Jl- L — -b U L -u-i isJl-L -77->xf ;l/xxr 
;U (1 3 Omg) £-?#*i 0 

N -T-tr^v'U- O - t -7=f-)\s-L--teV is)l-L-T 
7->xf;bx7f^ (130m g) SrTF A (2ml) {d*§ft?U 7K (0. 1 

t^U/^-* >tfzfe^ U Btfrt$?re<& * N - T-tr 3^1/- L --fe U )V 
-L-a* i/Jls—L—T^y — is iL^f-jViL^^r )V (Ac-SLA-OEt) 425 
mg^fc 0 

FAB-MS (m/z) : 3 6 0 (MH + ) 0 

X H-NMR (<5, CDClg ) :0. 93 (3 H. d, J=6. 1Hz), 
0. 95 (3H, d, J=6. lHz)> 1. 28 (3H. t. J=7. 3Hz) 
> 1. 40 (3H. d, J=6. 7Hz), 1. 5 5-1. 7 5 (3H, m) ^ 
2. 04 (3H, s). 3. 61 (1H. dd. J = 1 1. 0, 7. 3Hz) N 
4. 0 4 (1 H. dd. J = ll. 0. 4. 3Hz) , 4. 2 0 (2H. m) , 
4. 43 (1H, m) N 4. 52 (2H, m) N 6. 55 (1H, d, J = 
7. 3Hz), 6. 75 (1H, d, J=7. 3Hz), 6. 81 (1H, d, 
J = 7. 9Hz) 0 
ggafeftJ2 6 

N — ~7 il—jVT 5 J -h)\,#=- jl,^L --fe ') ;U-L — o-f *>;U- L -T^ — >x 
fjl/xxr^ (Ph-NHCO-SLA-OEt) CPSiS? 

HJfe^J2 2-C^t>tl7tO - t - -f*f-)\,- L-b'J;b-L-D'l'y;l/-L-77 
^^jc^jUjix^^ (0. 4g) 4DMF (5ml) 7 -f V •> 

T*— h (0. 15ml) 4Jn^.TMS-e8 055-P^SlC^-ti-^o f£$fe0»J 2 3 £ fsl 
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*SUc4MU 3 9 6mg©N-7x^;U7; J O - t - zf^Jl^-L 

--tr 'J ;U - L - o -f •> ;b — L - 7 ^ — ^^^-^-X-X-^U^ff^o 

^{C. N-7x^^7 = J t> Jltf—)V-0- t - -y^-Jl- L — -fer U ;U- L - a 
-f L-Tv-Vxf^xxf^ (3 9 0mg) *TFA (5ml) £ tK 

(0. 2 5ml) £Dzg^«Elc^»?L. f£5fe0>J 2 5 ilSJEtlcftiS L BfiUt-T* N 
-7x-A7 $ 7 ^U^'— L — -tr 'J JU- L — a -f ->;U- L - T ^ — >-x.f-^ 
iXf^ (Ph-NHCO-SLA-OEt) ^31 8mgf|fc e 

FD-MS (m/ z ) : 4 3 6 (M + ) 0 

1 H-NMR (<K CDClg) :0. 89 (3H, d, J=5. 5Hz) , 
0. 92 (3H, d. J=6. 1Hz), 1. 22 (3H. t, J = 
7. 0Hz) N 1. 33 (3H, d. J=7. 3Hz), 1. 5-1. 75 
(3H, m) „ 3. 72 (1H, d d, J = ll. 0. 6. 7Hz), 3. 97 
(1H, dd, J = ll. 0. 4. 3Hz)x 4. 12 (2H. m) „ 4. 49 
(1 H, m) . 4. 62 (1H, m) , 4. 8 1 (1 H. m) . 6. 5 6 (1 H, 
t, J=7. 3Hz), 6. 98 (1H, t, J = 7. 3Hz), 7. 18 
(2H, t, J =7. 9 Hz). 7. 2 5 (2 H, overlapped) N 7. 6 1 
(2 H, b r) 0 
»fe0U2 7 

N - 7x-;l/7 S J L --tr U )l>- L-n* i/jU- L — T — > 

(Ph— NHCO— SLA) cpfiagg 

HJfe#I2 6"ellbnfcN-7x^7 i J -h)\,?£—)\,- L --tr U JU- L -D-^' 
-> ;U — L — >^?-;l^X^b (5 Omg) (1ml) <h7k 

(o. 2 5mi) &m&i&mizmmL^ i*mv)*f-n* • itk^ (2 omg) 
^-an^-cMis-? 4 . 5 B#raRit?3 -a-fco Rjett*i^»*^-^u tiN-Hci x-s 
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WtCo Z — -f- Jl-e&c&-f -E> d £ lc J; §Wtf5N-7xi;l/7;>'* 

)[,#=.)[,- L — -t? U L — o-f ->;U- L-77-> (Ph-NHCO-SLA) 
£•3 3mgj|/: 0 

FD-MS (m/z) : 409 (MH + ) 

1 H-NMR(5> CDClg) :0. 90-0. 95 (6H, m) % 
1. 22 (3H, t, J=7. 0Hz), 1. 40 (3H, m) . 1. 55- 
1. 7 5 (3H. m) ^ 3. 7 0 (1 H, m) > 3. 9 2 (1 H. m) . 
4. 35-4. 45 (3H, m) ^ 4. 62 (1H. m) N 7. 0 (1H, br 
t, J=7. 3Hz) N 7. 28 (2 H, m) ^ 7. 36 (2H, br d, J 
= 8. 5H z) o 

mmm2 8 

N - -p 3l—)\,t K J L --fcr u L - p-T Wfc- L - o-f *y > J- 

f^xxf^l- : (P h-NHCO-S LL-OE t) g»gg»[ 

f£&fe#I5 tlllfil^ Fmo c -L-n-T -»Ool>fcWa n g Uv?> (600 
mg) 1 3 9. 2ragON-7x^^7 5 J L jU-L- 

v>J isJU-L-vf is> (Ph-NHCO-SLL) &m>tz 0 

5 1. 3mgCDN-7x^b7iy*;l/^-vl/-L— b'j;i/-L-n-f 
->;U-L-a-r (Ph-NHCO-SLL) *1. 0 m 1 ffliSMJi^ y 
»ttl-*»U M^-e3. 5B$MlI#Lrt:o RJC:***^^ *£S*I&i*-;UT' 

a-7 --^*&S¥U 2 0. 6mgON-7x-;i/7i ;*;^-;l/-L 

-Hr 'J ;U- L - ->JU- L — o -T -> > jl^U-I-Xt^U (Ph-NHCO- 
SLL -O E t ) **#*io 
FD-MS (m/z) : 4 7 9 (MH + ) 0 

1 H-NMR (cK CD, OD) : 0. 9 3 ( 1 2 H. m) , 1. 2 5 (3H, 
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t, J=7. 3Hz), 1. 5 8-1. 72 (6H, m) N 3. 72 (1H, 
dd, J = 10. 4, 6. lHz) s 3. 86 (1H. d d. J=10. 4. 
5. 5Hz). 4. 14 (2H, m) . 4. 37 (1H. d d, J=6. 1. 
5. 5Hz) x 4. 40 (1H, dd, J =9. 8, 5. 5Hz), 4. 48 
(1H. dd, J=10. 4, 4. 3Hz) N 6. 97 C1H, t. J=7. 3 
Hz). 7. 24 (2 H, dd. J=8. 5. 7. 3Hz), 7. 36 (2H, 
d, J =8. 5H z) o 

mmm2 9 

N - 37 j.^^b7 $ y ^ L-xUt^;l/-L-X l/t-^ - L - □ 

->>jl^;1/jlx-t^U : (Ph-NHCO-TTL-OEt) <D^SS{ 
H$te#I2 8 if^filtC Fmo c -L-a-f ->>©o^fcWa n g \s f J> 
(6 0 0mg) ^t>138. 5mg©N-7i~;l'75;*;^i;l/-L-7U 

;l/-L-^Ut-;l/-L-o-f S/> (Ph-NHCO-TTL) &'&tz Q 
<£CU 2 9. 5mgON-7i^;l/7i;*W--il/-L-7U^-L- 
Xl/t-;l/-L-D-ri/> (Ph-NHCO-TTL) 0ml 

>-^«iw^ft?L> o , c-e2Nrraa^L^o mmm2 samm^mmL^ 

1 0. 2mg©N-7x-JU7 5 ; L - ^ l/t-^- L - X l/^- 

Jls-L-u* JV^*r-Jl> : (Ph-NHCO-TTL-OE t) &'&tz 0 
FD-MS (m/z) : 4 8 1 (MH + ) 0 

1 H-NMR CS. CD 3 OD) : 0. 89 (6H. m) , 1. 25 (9H, 
m). 1. 59-1. 66 (3H. m). 4. 15 (2H, m). 4. 25 
(2 H, m) . 4. 30 (1H, d, J=3. 7Hz), 4. 36 (1H d, 
J = 4. 3 Hz) . 4. 4 3 (1H, m)> 6. 9 4 ( 1 H, t . J = 7. 3H 
z) . 7. 24 (2H, dd, J=8. 6. 7. 3Hz). 7. 38 (2H, d, 
J =8. 6Hz) o 



WO 97/11091 PCT/JP96/02697 

7 0 



xmmziov 3ptp-bas <D5zm 

t b^mmmm^HT- 2 9 (ATCC HTB-38) . WiDr 

(ATCC CCL-218), DLD-1 (ATCC CCL-221), 

LS-180 (ATCC CL-187). LS-174T (ATCC CL- 

188). COLO2 0 5 (ATCC CCL-2 22) , LoVo (ATCC 

CCL-2 2 9), SW48 0 (ATCC CCL — 228) «fc t) Quick 
TM 

Prep Micro mRNA Purification Kit (7 r Jl?-? i/T^<-< -Xt v 5 *±) 

-C-n^nOiifflJiaOmRN A^riaKLAio o^c, :©mRNAcfc^ 
TM 

Superscript Preamplification System for First Strand cDNA Synthesis 
(Life Technologies *t) ^ffl^fcRT — PC R&lzJ: t) cDNA^SSILfco 
COcDNA^ffl^TPCRSiatJPTP-BASO^liSl^fco -Tttfc)^ 
12. 5ng//!l^f,0. 7 8ng/^ H:H!S!LfccDNA 
PTP-BAS^SW^'fv- (5' primer: 5' - 
GAATACGAGTGTC AGAC ATGG- 3* , 3* primer:5' 
-AGGTCTGCAGAGAAGCAAGAATAC-3' ) 1 0 uM^V 
P C RJ*J&*£ (Recombinant Taq DNA Polymerase, TaKaRa Taq N SfSiStt) 2 1 
U 1 lcJn^. N 3 5t-f^^"ePCR^Lfco P CR^fc?j^!g52 5 a 1 £-JC^ 
K (0. 3A8/ml) *<£UT u - )l, (2%) t$iT?*fll 

^niaM^T-ew«y^L^o ptp-bas ^-f^-cts 

6 0 7 b pCDP CRSJe^^5tlS^ti^«iflairfeOX> PTP-BAS^i 
LX^^i*)j3EL^o ^{-^"tfc'K Sl^cpS^JCPTP-B ASO^*<|g 
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fcyspTP 


- B A S <D$£m 




PTP- 


B A s co&m 


HT- 2 9 




+ 


W i D r 




+ 


DLD- 1 




+ 


L S- 1 8 0 




+ 


L S- 1 7 4T 






COLO 2 0 5 






L o Vo 




+ 


SW4 8 0 







o 

>f > b' h a "CCD Fas£PTP-BAS g>ijg£-ga^ 
Glutathione S — trans feraseiFas <t©Bfe£-g6li> 
^^- P GEX-2T (7 7 ^>>7tt) CFas (Ito 1991^ HU^) 
07;;K1 9 1-3 3 5*3- Ft* <5»CT*ottaF % •^mm^^.^^n 

l*: q iML^GST-Fasgt^iai^ *Mm-emmZlttzG ST - 

Fas (7$;K1 9 1-3 3 5) life^a^-G 1 u t a t h i o n e 
Sepharose4B (7r^v'7ti3 <h2£fc^ 3 > LTfPSSj 

L*: 0 PTP-BAS77^>HIfc?li> PTP-BAS (Haekawa ftfe. 
mm OF a s t©*g^i«^^tr«Ha (7;;»1 279-188 3) 
K-T Sitfe^^ Bluescript pSK-II (Stratagenefcfc) 
iZ-ote^-eftmLtio C 35 S] PTP-BAS75y>>HI4, PTP- 
B A S •ypy* > b litfe^OTNT Reticulocyte 
Lysate System (Promeg att) ^-ffl^fc^ > fcf h □ b -7 > X 
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Fa siPTP-BAS ©*S^IM^liJ«T©;friS-??fro fz 0 fcfcfem. 

(50mM Tris-HCl (pH8. 0), 5mM EDTA, 1 5 OmM 
NaCl, 0. 1% NP-40. yuf7-^>bt*^-iLTlmM 
PMSF, 5 0 /t g/m 1 Leupeptin , ImM 
Benzamidine. 7ns /m 1 Pepstatin) 50^1 t£i:ifIJ 
fi{tLfcGST-Fas (2~6#M) ttliaMLTl-^^G ST-F a s 

(2-6 ^M) , mkWg.s fc«kCK [ 35 S] PTP-BAS77^>hl^ 
ZS£-U 4tT*l 2 — 1 6 BSIHK s >Lfz 0 Hffi-fbL^GST- 

F a s Rfo&M'ijmftlz£lr) G lutathione 

Sepharose 4B*«#U S D S-*>ZfJW<y 7 7 -irJBSLT 

^77ii»3, GST-Fasi:^LT^fc [ 35 S] PTP-BAS77^ 
^ > h 1<D'<> KO«i!feJ;t)S^4^SlcJ;-5F a s iPTP-BASOjg^lf 
&MMLtz 0 H^bLTV^/«C^GST-F a s^fflV>A:lg^{i N ^f^^-i/ 
a lutathione Sepharose 4 B^-So^ $ y>\z.AX> 

X'lB^-f >+^^--> 3 > U GST-Fas - [ 35 S] PTP-BAS7 
7^>H^ft:iGlutathione Sepharose 4B££- 
&&&1tti 0 a&Crf*ffclc J: t) Glutathione Sepharose 
4 B^25fe^L^:*<t^«:'>>^U-^-«-Jn^ ifcttvO?- U- <> 3 >77 >5 

c 3 5 sd ptp-bas77/^h <Dtscmm^m\m.Lfz 0 sjeafc* 

<wGST-F a s >^ti fl'J5£M.fc +>m. L5U^« 

I C^iLfco 
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DTP-P A Q/T\ie=hX)^nn 
ill DflO^JJFn □ RHcf 










Q T \T 


O c; n it \A 
£ D U 11 JV1 




/\ C — XV i\ Hr I V^ol^ V 


Z O ££ 1V1 






i n 9 // m 




Ac-SLV 


47/iM 




Ph-NHCO-SL V 


9//M 




Cy h-NHCO-SLV 


3 8 fiM 


P h 


-NHCO-S LV-OMe 


> 1 0 0 0 aM* 


C y h 


-NHCO-S L V-OMe 


> 1 0 0 0 **M* * 




A c - S E V 


5 0 0/iM 




A c -TL V 


6 2 M 



*lmM-e4 0%Ei, * * lmM-e2 0%fflS 



tPTP-B A S CD&S&m^-f Z> C tlfro 

mmm3 1 

PT P-B A S©fg^*<5£S Street h^BI)ffiHT-2 9WimiSjLtf 
DLD-im^V>fco 9 S/^IS:^- h (Nunctt) 2x 
1 0 4 i©HT-2 9^«at>L< JiDLD - l^BSa^l 00//1 (1 0 

%FCS^ttRPMI 1 6 4 BtK»I5I*±) *t?2 4B#R|J % 3 7 

•C> 5%^g?^X^#TX-^SL. §«ftOJiF a stri# (CH-1K MB L 
4t) t>L<(il#S® (=>hn-A0 1 0 # K 43<fcEf 1 0 mMCHSt L7= 
Fas «h P T P - B A S £ 4>tt£-fflS*!l (Ph-NHCO-S LV-OMeO* 
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ImM) t> L< te-£<Drgig (3>hn-ju) l o n 1 ^gSJnLT;* 2 OtirRS) 

L> _ttei£»f£9 0// 1 iMTTiS (t; =J W > * > 3 1 0 u 1 

£r;ta;^ 4 B#RSJ1£S L rt: 0 100/ilcDO. 04N HC l^t^V^n/V 
-^j&D*.*:©^!;:^ ^D^U-hU 5 7 0 n m<D©fc)fcg£-aiJ 

^L^ 0 ^>hu-;U (CH- 1 l^#«ET-CiS§IL^<b#) ©EbfcKlc*f-#-* 

c h - 1 1 ^tt^s l tz t % <D®.ytm.&ik*t>^ ^ftm-em?* l ^ 0 
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_Lt5*smK<fctK ^mn&^rf* KSiaw*a<tftF a sirLmztt-tzmmffc&m 

157$ Jm^-f=f- h'i:J:5F a s/PTP-B ASg^Plf 
f£&fe0»J3 0<D^m&m\ F a sCDC5fc48l 57; ^Wt^ZTf- Kl^SFa s 
/PTP-BAS^IS^!6/:o rt:rt:U 7^ > PTP-BASi 
^L/i^Ci*<551bnTl^GST-F as (Ti^Sl 9 1 -32 0) £J8 

Proadrenomedullin N — Terminal 20 

P e p t ide (h P AMP) (K?iJ : 

ARL D VAS E FRKKWNKWAL SR-NH 2 ) 

Ell ICF a s cDC^igl 57 5 SM^zf?- Ki:i2^>b* hnoFas/ 
P T P - B AS^fflf^to h 9 K*<«< ft* (i<b\ 

PJL^«1£rt<^C<h£:^LTV^o Fa sOC^Jgl 57^K^f K (Ac 
— DSENSNFRNE I QSLV) ti> 'f^b'hoOFa s/PTP-BAS 
fe^-^MS^^&^fcffi^ L7t Q m i &ttm<D hPAMPli, 1 mMfciJl^X 
F a s/PTP-BASOS^<H^L<£*^/:o 
f£Sfeffl]3 3 

h*m&± Fas/PTP-BA S$££rBB^gte-g>Bg& 
Sg£fc0!l3 2<D2r&*ffll^ FasOC^SKl, 2, 3, 4. 5. 6, 7, 
8. 15i©7i/8aS^t.«^ N5fc^7-fe^;U-ffcL*i^?> K<DF a s 
/PTP-BA S*S^ffl*«te*3fcai>A:o 

EI2tcF a s/PTP-BAS©H^i:fci:tftl$OS<£«F a s©C5fc«g 
KcDSaff£jj^-o ^^K^ifetK 1 5~6il©7 5 JWmMi^zf^ 
KiDFas/PTP-BAS ^rPMSttfifHlflffiT'*) ofc a 5 ~ 3 M<DT I J 
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m^^ff- Kti^ 10. 1 0 0 ^MK&OTl 5~64@©T5 JWt^-?* K«k«3 
F a s / P T P - B A S^fflfSttli5l^oft 0 2il<Z>7S>'B^ H@©7 S 
JWL^rftf- KteF a s /P T P - B A S I* <h A, <h*PJ.* Ltt^o fe G CiXb 

<D^m^t>. Fa s/PTP-BAS6D^Ra^{c{iS^3<@©T5yge^^ 
K (A c - S L V) *< ! &mx*iir>Zt%X. btliZo 

mmm3 4 

Hife^J3 2 ©^ICifc^ A c-SLV©ftl€n©7 5 $ 
yS?{-S^»l^ X + + — >?*Lrt: h U K©^ >h* hoFas/PTP- 

B A S gr^rPMffittSrtfcit L Tto 

El 3 K 1 mMC^^f K#^T> El 4 ic 0. 1 mM^f K^ffiTlcfctf-* 
Fa s/PTP-BAS^Plf4^to EI5lcAc-SLVi:Ac- 
TLVOFas/PTP-BA S*£^Pl*©Mte#teE&*a£^- 0 El 3 C£) 

TtiS ilHlMOSiS^PM^tt^L^o El 3 (4*ife) {C^i"t*5t)> L©{£® 

mm<Dm^mmm&&&Ltio EJ3 t^ti^^ voglwi^ i*<^^ 

mf£&&7f;Zt£fr^ti 0 EI4{c^L/i«k-5{c. L^X+t->^L/:0. ImM 

Fas/PTP-BA S *S^Pl^©«K#?mffi8U;U l^t»i©ffiS§i*<fil 
^tl-Tl>-5Ci^fe> N Ac-SLViAc-TLVilJF a s/PTP-BAS 
6D^«-f5lM{=:P£§-rsc<i:*<^*>ofc 0 c*i£EI3. 4Xtf5©*£m«k!K 
Ac- S L V<DS<DtfLm.iiSiZtzltTt>\ L©&gt±L-7 5 ,/ Sfe&<5l*tt*' V 
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F a s / P T P - B A S OgM*i:llT* 5 : i A<t>^o fc a 

mmm3 5 

^6fe^J3 2cO^SJcSfel,^ lmMOAc-SLVCD^ N > ^H*> Stc** 
©>f >t*haF a s/PTP-BAS^lSffitt^Lfco 

EI6{cD#. Nyf;l/ft, il7c(*0-r > h* h n*±^ffi^Stt«-^ 0 
3Uft(±>, lmM©^yfKS«T-efTofco Ac-SLVOS* (D) S Ct^ 

Ac-SLVJ;5 fcIIM(ig< Sttli^fLTUfco 
g£8feff»13 6 

NjfcfeftStc J: 5 > hf h ofS^BB^Steg>_h# 

f^Jfcfll 3 2 ©rtf&Ktfcl,^ A c - S L VcDN3fcJSfl£ffii{*<D^ ^h'haFas/ 
P T P - B A S te-&m&f£&i>S:&Pi L *:<> 

ofco 

HflEfflJ3 7 

f^flfeW 3 2 ©I&flelCtfcl.^ C5fci8teffc#©-r >b*hnFas/PTP-BAS 

1 mMcDP h-NHCO-SLV-OMe. Cyh-NHCO-SLV- 
OMeli, A c - S L V<fc»9 fcS1£liS§< tt* t><00> ^>fhn^ifffitt 
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mmms 8 

Ac- S L VQ7^ ? •> 3 >(C«fc5;*:fl§?B**^g>*fflfla?Eg>^y 

(■Irny^K x.^> K-rt/7*fc) £:@^U CGD-> + - l/4i-C2m 1 

(1 096FCS^ti'RPMI 1 640>f^A, B7k$&$£&) *ffll^T4x 

i o 5 <@©t h^ms3aajiaDLD-i«-2 4^k. 371c, sHKKtfxoa&f* 

^tt) > fciCf^^^fti- C7*Ah*-*:^ i^^>K;U^tt) ^-ffl^K &ABE 
*5 0hPa> SAl^HO. 1 %P<D0kflr~CK — PBS t+i"ST 0 . OlmMlcSSIL 
tiA c-SLVt>L<lin> ho-;l/i LTK-PB S<D*.**n-€ , *l2 0^t> 
3 0<@CQ*a§Sf-*£AL*: o tt*>\ !aF a sia# (CH-11) #yS*fflfl&-eiix 
"f * o-T >v?i^ i/ 3 >DtMi- 1 0 0 n g/m 1 OCH- 1 1 * + — UlcSsflO 

EI9lc^-t-<!:fet)N ^fflSSrtlc&AStifcAc- SLVa<i£Fa sjfctticfchi- 
H*60!I3 lO^l^oTt h^l!BDLD-l IC*ff *F a s/PTP- 

b a s m&mwzitDMf&jmmrfm&^^-to titz L-^<DU&-ei±migw%ffi 

&7 2B$M£U j^an^SFa s/PTP-BAS^lfOiRSi 

2. 5mMH10mMiLfco ^-f^o^U - h U -^-ICkO 5 7 0 nmcD 

Ell OKTjcTtfctK Cyh- NHCO- S L V- OMe, C y h- NHCO 
- SLV- OEtx Ph- NHCO- SLV- OMe, Ph- NHCO- SLV 
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m&m3 KD^-^lc^o-Tt h*8§*gDLD- 1 {C*f-T-5P h- NHCO- 

s l v- o e t (DMmmmftmzm^tzo t.ti Lmmmm^ 1 2\%mt ttz 0 

&tzi&tin-fZ P h- NHCO- SLV- OEt ©a&g£:2. 5mMi Lfz 0 &F 
a stfLW (CH-11) fcL< l*i%mmiS&&P h- NHCO- SLV- OEt 

Ell 1 lc*r*-£43!K Ph- NHCO- SLV- OEtliCH-1 lffSnFTN 

d l d - 1 izmgtztomzE (T^h-i/x) &mmLtz 0 
s l vmmmz& z v i p&mfmzzgmvtcQfti 1 > 

*Jl*:v hmW£:^*:©fFS!{<iAk e a s u <D^^{cip ^TfT-o rt: 
(Akeasu. J. Pharma. Pharmacol. 4 4£, 6 7 2*. 
1952^) o KD5SSB*J<fcO r ®5^«-iE4Ji^i-?&o-riagaL. QOgsS^ 

^#T4S«t SJi&SBKMS *-CCDgiS{J^^»5 Hi Lt> Tyrode- 
He p e s^S^fc^Lfco +#f::3*Mre?St t> Ltzzm&is + -UrtlcL^ 

£^*<i:U 3 7^ C0 2 5%. Og 9 5%©^T®Magnusgl 
V I P { i fC Ttft-^- Lfco Ph-NHCO-SLV-OE t tt<h*<D2SS2PJli 

i s^Hiii&s^^o^ffiTTrv i p^-^-l^o mmvrnmu 5^rat * 

yrode-Hepe s 2 ~* 3 [I]iSfc*££-fT o /io 
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mi 2iz7jk-ftisio, vi pam.w¥-mmzi o~ s Mj:omst<&^^m^ 

it 3 X 1 0 " 6 T?«^Rrt?*^ Ltz c thVIPH:^ —<DC ^4SjB2Fi| — S - L 
-V &mi^£;f&Z tltz^zf?- KSt3*#-?afc£Ph-NHCO- S L V-OE t (i 
V I P {w«fc3^¥7tJK©3te*gKJS£ 1X1 0' 7 M- 1X1 0" 4 MO«gHlT'SJS 
lcflc# L-r«lftJ Lm. 1X10 ~ 5 M£^X'S®gtmU%}Mk&7f; L 

— ^.EI13. 14i:/7ti*^ C^^V^rA-f LJcS^IL^:^^ 
^Ph-NHCO-SLA-OEt (EI13). Ph-NHCO-SLL- 
OEt (Ell 4) tel XI 0" 7 M~1 XI 0~ 4 M<Dmm-eV I P{c<k53fiiigR^ 

Ell 5K^-r<b:fctK SBBartJcmfJii^-ii-S/riixocm^O^fift^L 
TI.>tJV^^f KHiftPh-NHCO-SLV-OH«VI P <D&Mm.fc$:?£ 

mmm* 2 

Isoproterenol (Iso) ti/S 2 -7 KU7-^»; ^ 

fflLT^«^©3i6^^^-^ 0 v i poft^t)j- 1 s o&m*.*mmm4 ltm 

Ell 6i^-r<hfctK I s o l*m.W¥-MW3& 1 0~ 8 M«kO«^«c#6<I^5t^$ 
■a- 3 X 1 O'^g^SJG^Lrtro th^ 2 -7KL/7-^-^H?^-0C^ 
SSEJiJ - S - L - L ZmzettiLZtLtL'tZf?- b*mmWTr$> 5Ph-NHCO- 
SLL-OE tlil s oK&Z^¥-mm<Dim.fcfo*l X 1 0~ 7 M~1 X 
1 0~ 4 M©Seffl-T?«KKte??LT«]fiHJU 1X1 O^MJ^LL-egS^ntWi^m^ 

— ^EI17, 1 8{w^-T<b*JtJ> C^iSSOL^A^VlcgglL^^ KB! 
iftPh-NHCO-SLA-OEt (EI17). Ph-NHCO-SLV- 
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OEt (EI 18) lilXl 0 'M~l X 1 O'^MCommX'V I Plc«fc£5&j&Rl£; 
m&M4 3 

TTLi»tfias i l - 8 mmmmft c a^<o^<Dmm 

I L-8 l'*zf?-<DmmizMi-Z*¥&Wt&®}<D&W : £:m'<Ztzib. t h 
I L-8 -<Di&&FF&&miLX^'lMi&WZm$LLKo UtttfJKli. 

HEK2 9 3*fflSaich I L-8 B receptor (hIL-8BR) O 
cDNA^pEFn e otfflOTiAU h I L-8 B R ft <: £3£illi$g§l~t' -5 iftBflS 
^fco d©$fflBai±h I L-S^-iSJC-rSiiffiflartC a 2+ ©^^^_t#*<|g^^ 

pEFne o <D*f*m A LfcSBBHa^ h I L - 8 £-8&fln LTt>» 
C a^fiSi^l^^Ji^^^nTtO^-rfe-ojto ifcJC*fflBS£-DMEM, 10% 
FCS, >-X h L/^h-5"r •>> (GIBCO-BRL *tS£) , G4 18 

6 0 0 /rg/mli43"e2 6 0mlS©7^^.r7tti-eigSL> lilJc onf luenti: 
U-ofzt Z*>-em&ilz.&Ltz 0 ^itfi^rK? I L tz&t 5 ml P B S "TriSfc?£ L>, 5 //M 
Fu r a2— AM (HEPESbuf fer) JCX 3 0^-< >^ .=.'<—-> 3 > L 
fco PBS 5ml-e25fe?^L^ h- U >Xtm<D'&8. 5mlcDHEPES 
b u f f e r^-Snx.X^D (10 0 Orpm x 3min)Lx _b?££-Bfct^rt:o *f&tl/= 
3teflaic5ml©5 #M F u r a 2 — AM (HEPES buffer) ^JnxHO* 
•^"O^b I/L-xyO^a-r (1. 5ml) lc 1 mlo'o^^ 
HEPES buff e ri:§S?Lfcf >^Wfc^tl (1% D M S O ) £gs]&t] 
(10/il)U 3 7t:-UJ€{- 3 05M >^^.^<- v 3 > L/^o ^CD^jS^ 
(1 0 0 Orpm x 3min) LXJiiH^^^HE P E S buffer lmlSrTjn* 
WWX'Oi? s > LfZo C C JC^tfH EPES buffer {rjgft? L > 

^Ht^ftr (i% dm so) SrgSfln (10//DU 5 - 1 o^Mi&KjfcgL^ 
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mi&ft c a 2+ ®fiij^ir <i a c a f - 1 o o ^rffi -hte^iasa l tz^ 

3 7°CJC^SLXfiij^fT-5^io 3 8 0. 3 4 0 nnrtrE&ilS L tz £ # © 
5 1 0nm3bfc>£-ffl!l^U 3 4 Onm-CJS&iie Lrt: <b ^O-lii^ 3 8 0 am"C&^ Ltit 

Lt^b'<-XOt^ti<0^oTh i L-8 <^^«F2£B>T<fc OBPIA) 
1 0 0nM£-l On 1 ^^.y ? o y ^v'^rffl^TSSSnL-Cl^g 

St&£? L fz a 10% Tri tonxiOO^lO^l mUa U 

i#OMil!lc-5-©t3M EGTA*15/il 1mz-tzB%<Dm.£m^TM1feft 

^b^4WME* (M) *fflfl3?3C a 2 + (nM) EMPft (%) 

17 7 - 

15 5 12.4 

7 9 5 5.4 



Ph-NHCO-TTL-OE t <£{£fll 



0 
1 0 



1 0 



-8 

-7 



t f> I L-8 B U-t^^-OC*5ggE?iJ^-t>i(c^1f>f >$*i*:Ph- 
NHCO-TTL-OEtl^ bhIL-8 B Hr ^ -ifrfe^ h 5 7 x. 9 
^>hOIL-8 lc J; -5MJ33rt C a 2+ ^M§Lfc 0 
^feg)J4 4 

S L VBHIMfrP V I P^»g3EJR*j<D««M (*<P 2) 
v i pm^W^MO'fb^Jc.fcS^JS&^S'J^L^o 
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Ph-NHCO-SLV-OE tt'l 5 fttiHffitlim'l&* <D&&TT' V I 
^■Ltz 0 nm<Dmmit5^mt U *<DT y rode-Hepe s&~C2~3\e} 

rt£-%jzgg (M) gfeijg (%) 

0 10 0 

10" 6 6 2 

1 0" 5 12 

1 0" 4 14 

VI Plil 0" 6 MOigT-7 v h^W?tS5^1g$-a-A:o 77hVIPI/t 
•^-<DC3a8KJiJ- S -L - V i:&K^SS.^tltz^7'9- KSSftft-CfeS P h - 
NHCO-SLV-OE tliV I P{c«fc*^y h ^W¥?fc8&CD3fe3&RJS£- 1 x 
1 0" 6 M~ 1X1 0 ~ 4 M©§5ffl-CM@^lc#l]frJ L7t 0 
§SS6ffJ4 5 

N- (2-7;7 7x.=.;l>) T 5 ^ fjjU^si. JU- L --far 'J ;U- L -o-f ->;U — 
L 'J> ( (2-NH 2 ) Ph-NHCO-SLV) ©IS82! 

^Jte#J2 3 iREIlcLT^ O- t — 73- JV — L — -tr 'J ;U-L - u-f ->;!✓- L - 
,<ij >- t -yf ;i/X7r;l/t 2 -- h d 7 V ->7^ - h£-SJ&£-£N 
- (2--ho7xi;W 7;; ±j)l>iH—)V-0 - t -73-)l>— L --t? U L 
-o-T ->;U-L-'<U > - t - y^-JV^y^'rJl^iWtZo 

C*V£ N JX.*/-;UcK 7KBtfb'^^A©;??:£TS8lS5cU N- (2-T 
i y ^U) 7U *7;U:tf-=.jU-0- t - 73~ >»U-L--t'J>'b-L-DY ->>»l/ 

-L-'<U >- t -yf;l/X7f;H:Lfc^ <=F bi:TFA Tfelf 4Cii:<fc 
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•oXaWi-r-SN- (2 —T i J 7xii) Ti J ft jUtH—JU- L -± V;U-L 
-n-f >;U-L -/<«J > ( (2-NH 2 ) Ph-NHCO-SLV)) £if7t 0 
FAB-MS (m/z) : 4 5 2 (MH + ) 0 

1 H-NMR CD g OD) : 0. 93 (12H. m) „ 1. 65 (3H, 

m) . 2. 15 (1 H, m) , 3. 7 7 (1 H, d d, J = 1 1. 0, 
7. 7Hz), 3. 86 (1H, d d. J = I1. 0. 7. 5Hz). 4. 29 
(1H. m) , 4. 37 (1H, m) , 4. 53 (1H. m) , 7. 15- 
7. 3 (4H. m) o 

mmm4 6 

N- (3-7; J ~J x. —AS) T \ J J\,-L-u4 
L-'<U > ( (3-NH 2 ) Ph-NHCO-SLV) (DmM 
SUS0U4 5<02--ho7x^Kvm- bCDfttoDl^ 3 -— M7x 

7;; 7x^;U) T i y ;u- L — t? U ^ - l — a ^ ~> ;U — L u > 

( (3-NH 2 ) Ph-NHCO-SLV) ) &mtz 0 
FAB-MS (m/z) : 4 5 2 (MH + ) 0 

^H — NMR («5> CD 3 OD) : 0. 95 ( 1 2 H, m) , 1. 65 (3H, 
m) N 2. 15 (1H, m) , 3. 74 ( 1 H. d d, J = ll. 0. 

6. 1Hz), 3. 87 (1H, dd. J = ll. 0. 5. 5Hz) s 4. 29 
(1H. dd. J=6. 1. 5. 5Hz). 4. 40 (1H. t. J = 

5. 5Hz), 4. 52 (1H, m) , 6. 88 (1H. d, J=7. 9Hz), 

7. 14 (1H, d, J=8. 5Hz) , 7. 34 (1H, d d. J = 
7. 9Hz), 7. 6 9 (1 H, s) 0 

f£6feff]4 7 

N- (4 - T ^ 7 37 ^^>>b) 7 $ y ijJV^— )U- L --tr 'J L -n-f ~>;U- 
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L-'<i) > ( (4-NH 2 ) Ph-NHCO-SLV) 

5C2 -— ho7xiW V > T^- h ±<Dftt>Qlz^ 4 -— ho7 
*iMV'>7*-htlK |llfi|{c«! ! S^--5Ci{c«l:oXgWi-r-SN- (4 

— T ^ J y^—JVj T5 y L - t 'j L - •>;!/ - L -/< U > 
( (4-NH 2 ) Ph-NHCO-SLV) ) &mtz 0 

FAB-MS (m/z) : 452 (MH + ) 0 

^-NMR (<K CD 3 OD) : 0. 95 ( 1 2 H, m) , 1. 65 (3H, 
m) ^ 2. 15 (1H, m) > 3. 74 ( 1 H, d d, J = 1 0. 4. 

6. 1Hz), 3. 86 (1H, dd, J = 10. 4, 5. 5Hz) , 4. 29 
(1H. dd, J=6. 1, 5. 5Hz), 4. 38 (1H, t, J = 

5. 5Hz) N 4. 52 (1H, m) > 7. 23 (2H, d. J=9. 2Hz), 

7. 5 1 (2 H. d, J =8. 6 H z) o 
f£8feftJ4 8 

N— (2- (L -<f)\,9 X JUT I J ) 7 ^— ;iQ T S J ii)^— Jls-L—teV 
j\,-L-a<< isJls-L-'<V > (2- (Glu-NH) Ph-NHCO-SLV) 

5£*fe0J4 5-e*#£*lrtiN- (2-7;y7x-;l/) 7; ;*J^-^-0- t 

— L — -te 'J — L — o -f L 'J >- t -yf-Jbxxf^iN- 
Boc-L-W; >g?- r - t - 7-f;l/xxf;^Hi^J 2 2 t |5]^il!;r8i£• 
L^^fe. TFAT«Lit5Cti:«tt)@ft!lit5N- (2- (L - :JOl/:? 5 ;UT 

-7i— ;b) 7i>* L — -tr 'J — L — o >f ,/U — L — D > 

(2 - (Glu-NH) Ph-NHCO-SLV) «-^^ 0 
FAB-MS (m/z) : 581 (MH + ) 0 

! H-NMR (<5. CD 3 OD) :0. 93 (12 H. m) N 1. 65 (3H, 
m) ^ 2. 15 (1H. m) % 2. 25 (2H, m) ^ 2. 57 (2H, m). 
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3. 79 (1H. dd, J = 10. 4, 6. 1Hz) > 3. 88 (1H, dd, 
J=10. 4, 5. 5Hz). 4. 19 (1H, t, J=6Hz) , 4. 27 

(1H, t. J=5. 5Hz) . 4. 38 (1H. t, J=5. 5Hz) N 

4. 50 (1H. dd, J = 10. 5Hz) > 7. 22 (2H. m) N 7. 38 
(1 H, m) x 7. 6 1 (1H, m) c 

fg*fefl]4 9 

N- (3- (L $ ;bT 5 y ) ^jc-=.>>U) T S y ttJlstf^. ;U-L --b U 
jU- L — □ -< L U > (3 - (Glu-NH) Ph-NHCO-SLV) 

-=.Jb— O - t L — -b >J L — o -f ->>»b- L >- t 

*TJls&mMm4 8 tIaHtKN-B o c -L-^b* 5 r - t -^f^x 

XxVl'tRJftS-frx Sfti-rSN- (3- (L — V )\/$ £ ,/l/T 5 >/) 7x-Jb) 
7 ; ; - L -b 'J ^ - L - o^T L - 'J > (3- (Glu- 

NH) Ph-NHCO-SLV) *^^o 

FAB-MS (m/z) : 581 (MH + ) e 

1 H-NMR (<5. CD 3 OD) : 0. 94 (12H, m) „ 1. 65 (3H, 
m) N 2. 18 (3H, m) > 2. 5 2 (2H, m) . 3. 7 1 (1H, d d, 
J = 10. 4. 6. 1 H z) N 3. 86 (1H, d d, J=10. 4, 

5. 5Hz). 4. 02 (1H, t. J=6Hz)> 4. 28 (1H, m) . 
4. 39 (1H. t, J=5. 5Hz), 4. 52 (1H, dd, J = 10. 5 
Hz), 7. 08 (1H, d. J = 8Hz) . 7. 23 (2H, m) N 7. 78 

(1 H, s) o 
HSfeffJ5 0 

N — (4 — (L -jf)\,9 x )VT x 7) 7x-;b) T S y t> Jl,#— JU- L — fe "J 
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)V- L - a>f ->;U- L > (4- (Glu-NH). Ph-NHCO-SLV) 

O - t - -XT-Jl- L — -t? U L — a -f ->;U- L 'J >- t - 7=}-)\,x. 
x-rvUfclQtefcU 8 <h|a|fiH=:ftiS-rsc:«i:fci;OSSU<t^-SN- (4- (L-r 
J^;;L<7;;) ^ i-r-Jb) 7iy # ;l/ ;}?.=.,>;. — L — -tr 'J ./l>— L — a-f \/)\s— L 

> (4- (Glu-NH) Ph-NHCO-SLV) £?irt: 0 
FAB-MS (m/z) : 5 8 1 (MH + ) 0 

*H — NMR (dU CDg OD) : 0. 95 (12H. m) % 1. 55- 
1. 8 (3H, m) ^ 2. 2 0 (3H, m) > 2. 5 3 (2 H, m) N 3. 7 3 

(1H, dd, J = 10. 4, 6. 1Hz), 3. 86 (1H, d d. J = 
10. 4, 5. 5Hz) , 4. 01 (1H. t. J=6. lHz)> 4. 28 

(1H, d, J=6. 1Hz). 4. 38 (1H. t. J=5. 5Hz). 
4. 52 (1H. dd, J=9. 8, 4. 9Hz) % 7. 36 (2H, d. J = 
8. 5Hz)> 7. 48 (2H, d. J=8. 5Hz) 0 

w&ms 1 

N- (2- (N-T-fe^U-L-rJU? Z JUT I J) 7x-;l/) 7;;^I/»K 
— Jb- L — -t? U ;U - L - a^f >>;U-L -^<U > (2 - (A c G 1 u-NH) P h 
-NHCO-SLV) <pwm 

f£J60>J4 8©N-Bo c-L-yjl,? i 7 - t - )l )V<DfS.fr 

<0 l:N-A c - L ~ >Wt- 7 - t -yf ^iXr^fflCK HJflHw&yg 

tSCtiatJlWitiN- (2- (N-7tf;l/-L-^^5;b7;y) 
)V) T i S *>Jl>#—Jl>-L—te*) Jlt-h-v* i/Jls-L-'<V > (2- 
(AcGlu-NH) Ph-NHCO-SLV) &m>tz 0 
FAB-MS (m/z) : 62 3 (MH + ) 0 
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*H — NMR (<5, CD 3 OD) : 0. 92 ( 1 2 H, m) , 1. 6-1. 8 
(3H, m) , 2. 07 (3H. s) , 2. 05-2. 20 (3H, m) , 

2. 51 (2H, m) , 3. 76 (1H. d d, J=ll. 0. 5. 5Hz), 

3. 88 (1H. dd, J = ll. 0, 5. 5Hz), 4. 25 (1H. t. J 
= 6. 1Hz), 4. 3 5 (2H. m) , 4. 53 (1H, dd, J =1 0. 4, 

4. 9Hz), 7. 06 (1H, d d, J=G. 7. 7. 9Hz), 7. 21 
(1H. dd. J=6. 7. 7. 3Hz), 7. 31 (1H. d, J = 

7. 9Hz), 7. 79 (1H. d. J=7. 3Hz) Q 

m&m5 2 

N- (3- CN-T- fe^;U-L-^U^ $^T$ y) T7^-;U) T$y*>H/;K 
— ;U- L — -tr 1) L — □ *> Ji/ — L 'J > (3 — (A c G 1 u-NH) Ph 

-nhco-slv) <pmm 

^Jfe#J4 9©N-B o c-L-ifJl,? $ >g£- r - t -^;Ui*-x-;b<Dftfc> 

^ i-N- a c - l-^u^ s >®?-7 - 1 -zn-jisx.xrJi'&miK mmz&im 

-t-ZZtlz^t) mmt-t *N- (3- (N-T-b^-^-L-^^ $;UT $ y) 

^^-^) t $ y *^i/#^u-L — b >; l - o-r l u > (3- 

(AcGlu-NH) Ph-NHCO-SLV) £-?§rt: 0 
FAB-MS (m/z) : 6 2 3 (MH + ) 0 

^H — NMR (<5, CD g OD) : 0. 95 ( 1 2 H, m) , 1. 6-1. 8 
(3H. m) , 2. 0 (1H, m) , 2. 0 1 (3H. s) , 2. 1 5 (2H, 
m) , 2. 42 (2H, t, J=7. 3Hz), 3. 73 (1 H. d d. J = 
10. 4, 5. 5Hz), 3. 85 (1H. d d. J=10. 4. 5. 5Hz), 
4. 2 8 (1H. m) , 4. 3 9 (1H. t, J = 5. 5Hz), 4. 50 
(2H. m) , 7. 18 (3H, m) , 7. 6 4 ( 1 H. s) 0 
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mmm5 3 

—Jl,- L — -t? 'J JV- L - o-f .>^-L-v<U > C4 - (A c G 1 u — NH) P h 
-NHCO-SLV) gpgggg 

^J60IJ5 0ON-B o c -L-yjv* i >K-r - t -zm\,^*T)\,<Dftto 
tJKN-Ac-L — tn\,f 5 >K- r - t - s*-j\,x.z>-t-jv&r\.^ W&.\^$SM 
•t 2> Z. tlCckf? afitlfr^N- (4- (N-74?f^-L-W;^7iy) 
"7i.=.;L0 T ^ y t/Jlstf—jU — L — -fe U Jl— L — n-f ->;U— L — '< ') > (4- 
(AcGlu-NH) Ph-NHCO-SLV) <&*§/r 0 

FAB-MS (m/z) : 6 2 3 (MH + ) 0 

*H — NMR (<5. CDg OD) : 0. 95 ( 1 2 H, m) % 1. 6-1. 8 
C3H, m) x 2. 0 (1H, m) , 2. 0 1 (3H, s) , 2. 1 5 (2H. 
m) . 2. 42 (2H, t. J=7. 3Hz), 3. 73 (1H, dd, J = 
11. 0. 5. 5Hz) x 3. 85 (1H, dd, J=ll. 0. 5. 5Hz), 
4. 27 (1H, d, J=6. 1Hz), 4. 37 (1H, t. J=5. 5Hz) 
x 4. 47 (1H, dd, J=8. 5, 5. 5Hz), 4. 52 (1H, d d. 
J=9. 8. 5. 5Hz), 7. 32 (2H. d. J=9. 2Hz), 7. 44 
(2 H. d. J = 9. 2 H z) o 

N- (4-^ ht->7x-;b) 7;y^-;l/-L-t'j;b-L-p^-/;l> 
- L 'J > ( (4-MeO) Ph-NHCO-SLV) (DMWl 

T $ y *7;Utf^.;U-L --b »J ^- L - L -'<'J > ( (4-MeO) 

Ph-NHCO-SLV) &ntio 
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FAB-MS (m/z) : 4 6 7 (MH + ) 0 

X H-NMR (<K CD 3 OD) : 0. 95 (12H. m) „ 1. 6-1. 8 
(3H, m) ^ 2. 15 (1H, m) . 3. 72 ( 1 H. d d, J=10. 4. 
6. lHz)> 3. 75 (3H, s). 3. 84 (1H, dd, J = 10. 4, 

5. 5Hz)^ 4. 28 (1H, d. J=5. 5Hz), 4. 37 (1H. t, 
J=5. 5Hz) > 4. 51 (1H, dd, J=9. 8. 4. 9Hz) „ 

6. 83 (2H. d, J=8. 6Hz).. 7. 24 (2H, d, J = 
8. 6Hz), 

f56feflJ5 5 

N-Qy;l/7 i ;^;l/^;b-L-b'J;l/-L-o>f >>;U-L-/<U > 
(Bn-NHCO-SLV) cpgggf 

^JUT 5. V ^7^^— ;U-L — -tr U L — n-f i/j\,-L-'< t ) > (Bn- 
NHCO-SLV) 

FAB-MS (m/z) : 4 5 1 (MH + ) 0 

! H-NMR (5 N CD g OD) : 0. 94 ( 1 2 H, m) > 1. 6-1. 8 
(3H, m) , 2. 1 5 (1 H. m) x 3. 6 8 (1 H, dd, J=10. 4, 

6. 1Hz), 3. 80 (1H, dd. J = 10. 4. 5. 5Hz), 4. 28 
(1H, d. J=5. 5Hz) , 4. 31 (2 H, s) ^ 4. 34 (1H, t, 

J = 5. 5Hz)> 4. 50 (1H, d d, J = 10. 4. 4. 9Hz), 

7. 2 1 (1H, m) > 7. 2 8 (4 H, m) 0 
gfeSfeff>]5 6 

N — (4 -T-b^Jls? jljt.^) T S J ftJltf—Jls- L --fe 'J J\s- L - a ->;b 
- L U> ((4-Ac) Ph-NHCO-SLV) Olggl 
4 -T-fef 1 ^^ *— ;u-f V ->T*- h£-J8^> HSfe#l5 4 tlqlSlicSie^r^j: 
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N- (4-7-bf;b7x^;l.) T \ J ii jU- L --tr U JU- L - o^f •> 

Jls-L ( (4 -Ac) Ph-NHCO-SLV) &'&tz 0 
FAB-MS (m/z) : 4 7 9 (MH + ) „ 

: H-NMR (<5 % CD 3 OD) : 0. 95 ( 1 2 H, m) ^ 1. 6-1. 8 
(3H. m) . 2. 16 (1H. m) , 2. 54 (3H, s) x 3. 74 (1H, 
dd, J = 10. 4, 6. 1Hz), 3. 8 7 (1H. d d. J=10. 4. 

5. 5Hz), 4. 29 (1H. d, J=5. 5Hz), 4. 40 (1H, t. 
J=5. 5Hz) ^ 4. 52 (1H. m) x 7. 51 (2H, d, J = 

8. 6Hz) , 7. 91 (2H, d. J=8. 6 H z ) „ 

JU-L -'<*)> ( (4-PhO) Ph-NHCO-SLV) <DW$Wl 

N- (4-7x; + i/7x-^) 7; 7 ^b^j^U- L --tr 'J Jl — L - u 
<< isJV-L-;<y > ((4-PhO) Ph-NHCO-SLV) £*#rt: 0 
FAB-MS (m/z) : 4 7 9 (MH + ) 0 

2 H-NMR (<5. CDj OD) : 0. 94 (12H. m) „ 1. 6-1. 8 
(3H. m) N 2. 15 (1H. m). 3. 74 (1H. dd, J=10. 4, 

6. 1Hz), 3. 86 (1H. dd, J = 10. 4. 5. 5Hz). 4. 26 
(1H, d, J=5. 5Hz) % 4. 38 (1H, t. J=5. 5Hz), 

4. 51 (1H. d d. J = 10. 4. 4. 9Hz) > 6. 92 (4H, m) , 

7. 05 (1H. t, J=7. 3Hz), 7. 31 (2H. t. J=8. 5 
Hz) > 7. 35 (2H, d, J=9. 2Hz) D 

mmm5 8 

N — (5-xh^y^;l.f-;K>f;l/) T x / Jj — L — Hr 'J ;U — L 
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-a-r ->;u-l-;<u > (Etoco (ch 2 ) 5 -nhco-slv) comm. 

N- (5 -sc. b^iyijJ^—J^>^J^ T \ J i] )V-L -Hr 
L-D-fi'/l'-L-'O; ^ (EtOCO (CH 2 ) 5 -NHCO-SLV) 
tz 0 

FAB-MS (m/z) : 5 0 3 (MH + ) 0 

X H-NMR (5, CD g OD) : 0. 94 (12H. m) „ 1. 24 (3H. 
t. J=7. 3Hz) ^ 1. 35 (2H, m) . 1. 48 (2H, m) N 1. 5 
5-1. 75 (5H, m) . 2. 15 (1H, m) . 2. 31 (2H, t. J = 
7. 3Hz), 3. 11 (2H, t, J=7. 3Hz)> 3. 66 (1H, d d. 
J = 10. 4. 6. 1Hz) > 3. 78 (1H, d d. J'=10. 4, 5. 5 
Hz), 4. 10 (2H, q) , 4. 30 (2H, m) x 4. 49 (1H, dd, 
J = 9. 8. 4. 9 H z ) o 

mmm5 9 

N-^>V>fvUT £ y *7;U#.=wU-L --fe 'J L - o << jyjV— L — /< U > 
(PhCO — NHCO— SLV) g>gggg 

/ <> , /'fM V->7-*— h^rfflt,^ f^0U5 4 ilTO^^JS^-frttl.^ N-^< 
>V-OUT I J J7JU#—jl,— L--te>) isJ\s-L-'<V > (PhCO 

-NHCO-SLV) ^7^0 

FAB-MS (m/z) : 4 5 1 (MH + ) 0 

! H-NMR (5. CD 3 OD) : 0. 95 (12H, m) % 1. 6-1. 8 
(3H, m) > 2. 17 (1H. m) , 3. 8 0 (1 H, dd. J = 1 1. 0. 

5. 5 H z ) N 3. 92 (1H, d d, J = ll. 0, 4. 9Hz). 4. 29 
(1H, d. J = 5. 5Hz), 4. 5 2 (2H, m) , 7. 5 1 (2H. t. 

J=7. 9Hz) . 7. 62 (1H. t. J=7. 3Hz) , 7. 92 (2H. 
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d. J « 7. 3Hz) G 

mmm6 o 

N- (3--hD7x-;b) T S J JjJUtf— )\,- L --fe g L -o^f 
L-'<»J> ( (3-N0 2 ) Ph-NHCO-SLV) CQS8S5! 

3 - ^hQ7x^;K v ->7*- h*flH.^ fUfe#J5 4 £ITOKKi£:*fT<i:iK 
N- (3--ho7i-;W T S / 77;U^;L — L — -tr "J L - u-f L 
-'<U > ( (3-N0 2 ) Ph-NHCO-SLV) £ft*: 0 
FAB-MS (m/z) : 4 8 2 (MH + ) 0 

— NMR (ds CDg OD) : 0. 95C12H. m) x 1. 6-1. 8 
(3H, m), 2. 16 (1H, m) , 3. 7 6 (1H, d d, J =1 0. 9. 
5. 5Hz), 3. 87 (1H. dd, J = 1 0. 9. 5. 5Hz), 4. 29 
(1H. d. J=5. 5Hz), 4. 40 (1H, t. J=5. 5Hz), 
4. 53 (1H, dd, J=9. 8. 5. 5Hz), 7. 47 (1H, t. J = 
7. 9Hz), 7. 6 2 (1H, dd, J =7. 9, 1. 8Hz), 7. 82 
(1H, dd, J=7. 9, 1. 8Hz), 8. 46 (1H, t, J = l. 8 
H z ) o 

L-v<U > ( (2-NOg) Ph-NHCO-SLV) CD38S¥ 
2 ho7x^;K V >7*- hSrffll,^ 5 4 iHltRlcRJC^lTttl^ 

N- (2--hD7i-;W T i J ij jlrf.^ji- L - -tr 'J ;U- L — n-f «>;U- L 
> ( (2 ~N0 2 ) Ph-NHCO-SLV) S:?#A: 0 
FAB-MS (m/z) : 4 8 2 (MH + ) 0 

^H — NMR (5. CD 3 OD) : 0. 95 (12H, m) , 1. 6-1. 8 
(3H, m) x 2. 15 (1H, m) N 3. 79 (1H, dd. J=10. 4. 
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6. lHz) % 3. 8 4 (1 H. dd. J = 10. 4, 6. 1Hz), 4. 28 
(1H, d. J=5. 5Hz) , 4. 39 (1H, t, J=6. 1Hz), 
4. 52 (1H, dd. J = 9. 8. 5. 5Hz), 7. 14 ( 1 H. d d d, 
J=8. 5, 1. 2, 1. 2Hz). 7. 60 (1H. d d d, J=8. 5. 
1. 2. 1. 2Hz), 8. 12 (1H, dd, J = 8. 5, 1. 2Hz) N 
8. 33 (1H, d d, J=8. 5, 1. 2Kz) e 

m&m6 2 

N- (4 -yn^ey^—jl} 7 j y jj JV#— Jl- L --b 'J Jl>- L - a -< i/JU- 
L-^<U> ((4-Br) Ph-NHCO-SLV) <PmtSl 

4-7a*:-7 vi/7*- h^-fflv^ mmm5 4 £mmizm.j&&fttz\<^ 

N — (4 -^0^37 7; y Jj Jltf—Jl,- L V Jl>— L-o^ S/./b— L 

-'<U> ((4-Br) Ph-NHCO-SLV) *|§Aio 
FAB-MS (m/z) : 515 (MH + ) 0 

1 H-NMR (5 N CD g OD) : 0. 94 ( 1 2 H, m) % 1. 6-1. 8 
(3H, m) . 2. 16 (1H. m) . 3. 72 (1H, d d. J=10. 4, 

6. 1Hz), 3. 8 5 (1H, dd, J = 10. 4. 5. 5Hz) , 4. 28 
(1H, d, J=6. lHz)> 4. 37 ( 1 H, t, J=5. 5Hz), 

4. 51 (1H, d d. J=9. 8, 4. 9Hz), 7. 31 (2H, d, J = 

8. 5Hz) , 7. 36 (2H, d, J=8. 5Hz)„ 

mmme 3 

-□-r isJls-L -;<i) > ( (4-EtOCO) Ph-NHCO-SLV) cpjggg 
4 -3-Y**s-h)\,*—)\,i 3.—>\,4 v->T*- h^ffll^ f&8fe0»J5 4 ilslfilfc 
Ktf^frttl^ N — (4 -JC b Jl#—Jl7 ^—J^) T I S ttJltf—JU-L 

Jlr-L-aJ i/j\,-L-'<V > ((4-EtOCO) Ph-NHCO- 
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s l v) &mti 0 

FAB-MS (m/z) : 5 0 9 (MH + ) 0 

1 H-NMR (5, CDg OD) : 0. 9 4 (12H, m) . 1. 3 7 (3H. 
t, 6. 7Hz) N 1. 6-1. 75 (3H, m) % 2. 15 (1H, m) N 

3. 75 (1H. dd. J = 10. 4. 5. 5Hz), 3. 86 (1H, d d, 
J =1 0. 4, 5. 5H z) . 4. 30 (3H, m). 4. 39 (1H. m) > 

4. 52 (1H, m) , 7. 48 (2H. d, J=8. 6Hz), 7. 90 
(2H, d. J =8. 6 H z ) o 

mmm6 4 

N— (3-7;l/^D7x~^) T i / fj j\,jj<—jV— L — -fe U L — o^f ->;U 
-L-^<U> ( (3-F) Ph-NHCO-SLV) g>gj&j 

3 -7Mn7x^K V ->t^- h^fflV^ HS601J5 4 i^i:RJS*ff<£ 
N — (3-7Wn7iiA) T £ > Jl>-L — Hs U ;U-L - a-f 

;U-L-/<U> ((3-F) Ph-NHCO-SLV) &mtz Q 

FAB-MS (m/z) : 4 5 5 (MH + ) 0 

1 H-NMR (5. CD 3 OD) : 0. 95 (12H, m) , 1. 6-1. 8 
(3H. m) , 2. 15 (1H, m) % 3. 72 (1H. d d. J=ll. 0, 

6. 1Hz), 3. 86 (1H, dd, J = ll. 0. 5. 5Hz), 4. 27 
(1H, br d, J=5. 5 H z ) N 4. 37 ( 1 H, t, J = 5. 5Hz). 

4. 51 (1H. dd, J=9. 8. 4. 9Hz) , 6. 67 (1H. d d, J 

= 7. 9. 6. 7Hz), 7. 00 (1H, d, J=7. 9Hz) % 7. 21 
(1H. dd, J = ll. 6. 6. 7Hz) N 7. 35 (1H. d. J = 

11. 6H z) o 

m&m6 5 



WO 97/1 1 09 1 PCT/JP96/02697 

9 7 

-L-^<U> ( (3-MeO) Ph-NHCO-SLV) Olggii 

I^n N- (3-M jl—JU~) T I J ftjVtf— Jl>- L --fe y ;U- L -a-f -> 

L > ( (3-MeO) Ph-NHCO-SLV) &&tz 0 

FAB-MS (m/ z ) : 4 6 7 (MH + ) 0 

1 H-NMR C6^ CDg OD) : 0. 95 ( 1 2 H, m) > 1. 6-1. 8 
(3H, m) . 2. 15 (1H, m) . 3. 73 (1H, d d. J=10. 4. 
6. 1Hz), 3. 76 (3H, s). 3. 85 ( 1 H, dd, J = 10. 4. 
5. 5Hz). 4. 28 (1H, br). 4. 38 ( 1 H. t. J=5. 5 
Hz). 4. 52 (1H, d d, J=9. 8, 5. 5Hz), 6. 55 (1H, 
dd, 3=7. 9, 1. 8Hz), 6. 83 (1H, d, J=7. 9Hz). 
7.12 (2H, m) o 

N — (3 f;l/7x- ;U) T £ y trJl>tf— Jls-L — te V JU-L-a-< 
L-^<'J> ( (3 -Me) Ph-NHCO-SLV) CDfggg 

N — (3-yf-;b7*-;l/) 7 $ 7 *^I/jK— ^- L -Hr "I L -o-f L 
-'<U> ( (3-Me) Ph-NHCO-SLV) £-?#rt: 0 
FAB-MS (m/z) : 451 (MH + ) 0 

! H-NMR (<5. CD g OD) : 0. 95 ( 1 2 H. m) . 1. 6-1. 8 
(3H. m) . 2. 15 (1H. m) . 2. 28 (3H. s) . 3. 70 (1H. 
dd, J = 10. 4, 6. 1Hz), 3. 85 (1H. d d, J = 1 0. 4. 
5. 5 H z) . 4. 28 (1H, br), 4. 37 (1H, t. J=5. 5 
Hz), 4. 52 (1H. dd, J=9. 7, 5. 5Hz). 6. 79 (1H, 
d. J=7. 9Hz), 7. 12 (2H. m) . 7. 12 (1H. s) e 
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N — (4 -xf;b7x_;l-) ~T ^ J f} jV^-Z-jV— L — -tr U )V — L — n -f j/jV — 
L-'<U > ( (4-Et) Ph-NHCO-SLV) gPggSg 

N- (4 -xf^7 i-=.A0 7;;*^;l/-L-feiJ;l/-L-o-fyj|/-L 
'J > ((4-Et) Ph-NHCO-SLV) &mtz 0 
FAB-MS (m/z) : 4 6 5 (MH + ) Q 

L H-NMR (dU CD 3 OD) : 0. 9 5 (1 2 H, m) . 1. 19 (3H. 
t. J =7. 3Hz), 1. 6-1. 8 (3H, m) x 2. 15 (1H, m) > 
3. 72 (1H, dd, J = ll. 0, 6. 1Hz), 3. 85 (1H. d d, 
J = ll. 0, 4. 9Hz), 4. 27 (1H. br), 4. 38 (1H. t. 
J = 5. 5Hz), 4. 51 (1H, dd, J=9. 8. 5. 5Hz) N 
7. 08 (2H. d. J=8. 5Hz) N 7. 25 (2H, d, J=8. 5 
Hz) 0 

mmm6 8 

N- (2 ->f v^a fc^u^^^ju) 7 ; y ^ L — b u - l - □ 
v^b-L-^'J > ( (2-iPr) Ph-NHCO-SLV) CDjigSS! 

fT^ N— (2 — rV7'Dh , ^7iXj|/) Tiy^^-^-L-lriJ^-L- 
u4 *sJV-L-'<V > ( (2-iPr) Ph-NHCO-SLV) ^?§^ 0 
FAB-MS (m/z) : 4 7 9 (MH + ) 0 

! H-NMR (<5> CD g OD) : 0. 9 5 ( 1 2 H. m) . 1. 2 2 (6H. 
d, J=6. 7Hz), 1. 6-1. 8 (3H, m) ^ 2. 15 ( 1 H, m) % 
3. 18 (1H, m) ^ 3. 7 2 (1 H. dd, J = 1 1. 0. 6. 1Hz), 
3. 84 (1H, dd, J -11. 0. 5. 5Hz)> 4. 29 (1H. m) . 
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4. 39 (1H, t, J=5. 5Hz)s 4. 53 (1H, m) N 7. 13 
(2 H. m) . 7. 29 (1H, m) , 7. 4 0 (1H, m) 0 

mmme 9 

N- (2, )V) T\Jii)\>-#— JU-L--feU;U-L-o 

is)\,-L-'<V > ((2. 5 - (MeO) 2 ) Ph-NHCO-SLV) ©IS 

_ 

fcfTttliS, N- (2, h + ^7x-i) Jii)\,#— Jl,-L--te >) 

-L-n-f isfr-L-'O) > ( (2> 5 - (MeO) 2 ) Ph-NHCO- 
SLV) &'&tz 0 
FAB-MS (m/z) : 519 (M + Na + ) Q 

1 H-NMR (5> CD 3 OD) : 0. 9 3 ( 1 2 H, m) . 1. 6-1. 8 
(3H, m) ^ 2. 16 (1H, m) ^ 3. 72 (3H, s) „ 3. 75 (1H, 
m) . 3. 82 (3H. s) N 3. 85 (1H. m) % 4. 27 (1H, m) % 
4. 38 (1H, t, J=5. 5Hz), 4. 51 (1H. d d. J=9. 8. 
4. 9Hz), 6. 49 (1H. d d. J=9. 2. 3. 1Hz), 6. 84 
(1H, d, J=9. 2Hz)> 7. 70 (1H, d. J=3. lHz) e 

mmmi o 

N- (3-->7;7x-;l/) T i J -ft L — -tr 'J Jl/— L — o ^ 

L-'<V> ( (3-CN) Ph-NHCO-SLV) CDgggg 

a-i/T^^H v >7^- h«-ffi^> mmms 4 tmm^m.^n^\ 

N- (3-->7;7*i;l/) 7 ^ * L — t 'J L - □ ^ ->;i/ - L 

( (3-CN) Ph-NHCO-SLV) ^-?#^ 0 
FAB-MS (m/z) : 48 4 (M + Na* ) e 

*H-NMR (<5 N CD, OD) : 0. 95 (12H, m) . 1. 6-1. 8 



WO 97/1 1091 



10 0 



PCT/JP96/02697 



(3H, m) N 2. 16 (1H, m) . 3. 75 (1H. d d, J = ll. 0. 
6. 1Hz), 3. 86 (1H. dd. J = ll. 0. 5. 5Hz), 4. 29 
(1H, d, J=6. 1Hz), 4. 38C1H, t. J =5. 5Hz) . 

4. 52 (1H, dd, J=9. 8. 4. 9Hz), 7. 30 (1H, d d. J 
= 9. 2. 1. 2Hz), 7. 41 (1H, t, J=7. 9Hz), 7. 54 

(1 H. m) , 7. 9 0 (1 H, m) 0 

$mm7 1 

N- (3-^ h^->^;^-;l/7;;7x-^) T ^ J tiJVtf— ;l/-L--fr 'J 
;b-L-o>T L-^<U > ( (3-MeOCONH) Ph-NHCO- 

slv) <pmm 

I^Htt-Ktf^fTfc:^ N— (3-^ h + v/*tol/7;;7x^) T^Jti 

- L - 1 "J ^ - L - n^T L -/< 'J > ( (3-MeOCONH) 

Ph-NHCO-SLV) £-#rt: 0 

FAB-MS (m/z) : 532 (M + Na + ) 0 

^H-NMR (<K CD g OD) : 0. 94 (12H, m) x 1. 6-1. 8 
(3H, m) . 2. 16 (1H, m) , 3. 72 (3H, s) , 3. 73 (1H, 
dd. J = 10. 4, 6. 1Hz), 3. 85 (1H, d d, J=10. 4, 

5. 5Hz), 4. 2 7 (1 H, br), 4. 3 8 (1 H. t. J=5. 5 
Hz) N 4. 49 (1H, dd. J = 9. 8. 4. 9Hz), 7. 08 (2H. 
m) , 7. 15 (1H. t. J = 7. 9Hz), 7. 50 (1H, s) e 

mmmi 2 

N- (3-h'j7^to^f-;l/7j:-;l>) 7;y^;l/^-;l/-L-ir'J;l/-L 
-n>C ->;U-L-'<<) > ((3-CFg) Ph-NHCO-SLV) <Dm&l 
3 - h U 7Atn^f;l/7 i ^K V ->T*- hS-ffll^ HSS0>J 5 4 iHUtt- 
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-■fe U ;b-L-a-T L -/<"J > ( (3 - C Fg ) Ph-NHCO-SLV) 

F A B-MS (m/z) : 52 7 (M + N a + ) 0 

1 H-NMR (<5. CD 3 OD) : 0. 95 ( 1 2 H, m) > 1. 6-1. 8 
(3H, m) . 2. 15 (1H. m) . 3. 75 (1H. dd, J=10. 4, 

6. 1Hz), 3. 87 (1H. dd. J = 10. 4. 5. 5Hz), 4. 29 
(1H. d, J=5. 5Hz), 4. 39 (1H, t, J=5. 5Hz), 

4. 52 (1H, dd, J=9. 8. 4. 9Hz)> 7. 24 (1H, d, J = 

7. 9Hz), 7. 41 (1H, t. J=7. 9Hz), 7. 51 (1H, d, 
J=7. 9Hz) N 7. 84 (1H. d. J = 7. 9 H z ) „ 

mmmi 3 

N- 1 —j-jf-nsT x Ji7Jl/7j<—Jl,-L--teVJl'-L-a>(i/Jl'-L-'<V > 
(1-Nap-NHCO-SLV) Ogggg 

1 i J ,/U- L-- fe >J;U-L -□-< L -'<U > (1 - 

Nap-NHCO-SLV) ^ 

FAB-MS (m/z) : 5 0 9 (M + Na + ) 0 

1 H-NMR (<5, CDg OD) : 0. 94 (12H, m) , 1. 6-1. 8 
(3H. m) , 2. 15 (1H. m) , 3. 78 (1H. d d. J=10. 4, 

6. 1Hz), 3. 90 (1H. dd. J = 10. 4. 5. 5Hz), 4. 28 
C1H. b r) , 4. 45 (1H, t. J = 5. 5Hz), 4. 53 (1H. 

dd. J=9. 8. 5. 5Hz), 7. 43 (1H, d d, J=8. 5, 7. 3 
Hz) v 7. 50 (2H. m) , 7. 66 (1H, d. J = 8. 5Hz) N 

7. 72 (1H, d. J=7. 3Hz) , 7. 86 (1H. d. J=7. 3 
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Hz) N 8. 05 (1H. d. J=7. 7Hz) 0 

N — (3. 5-^^ha7x_^) TS Sij)l>#— jV- L V JU- L - u ^ 
->JU-L-'<V > ( (3. 5 - (NO,),) Ph-NHCO-SLV) 



fTtt<.v» N- (3. 5-^-ho7x^) 7;;**#i;l/-L-bU*-L 
— u-f ->yl/— L > ((3. 5- (NO z ) 2 ) Ph-NHCO-SLV) 

FAB -MS (m/z) : 5 4 9 (M + N a + ) 0 

1 H-NMR (<5. CDgOD) :0. 95 (12 H, m), 1. 6-1. 8 
(3H, m) , 2. 16 (1H. m) . 3. 78 (1H, d d. J=ll. 0. 

6. 1Hz), 3. 89 (1H, dd, J = ll. 0. 5. 5Hz), 4. 29 
(1H, m) > 4. 42 (1H, t, J=5. 5Hz), 4. 54 (1H. m) . 

8. 54 (1H, t, J=l. 8 H z ) N 8. 68 (2H, d, J=l. 8 

Hz) o 

f£8fcftJ7 5 

N — (3 — 7-b^-;l/7 ji— )V) 7 5 J -h)\/i£— ;l/-L--tr 'J;l/-L-p-f ->;U 
-L -'<*)> (3-Ac) Ph-NHCO-SLV) <Dm$!l 

3-t±7-ji7 ^-jm v fT*- h^rfflo. mmms 4±mmz&.fc&nte 

<«v» N- (3 - 7-trf-^7x^;U) 7 5 / J] jl- L --fe U L - u-f 

;U-L-'<tf> ( (3-Ac) Ph-NHCO-SLV) £r*#rti 0 
FAB-MS (m/z) : 501 (M + Na + ) c 

*H-NMR (5. CD 3 OD) : 0. 95 (12H. m) „ 1. 6-1. 8 
(3H, m), 2. 15 (1H. m) x 2. 58 (3H, s) % 3. 75 (1H, 



WO 97/11091 



10 3 



PCT/JP96/02697 



dd. J = 10. 4, 6. lHz) % 3. 87 ( 1 H, d d, J = 10. 4. 
5. 5H z) , 4. 2 8 (1 H, d, J=6. 1Hz), 4. 40 (1H, t, 
J=5. 5Hz), 4. 53 (1H, d d. J=9. 8, 4. 9Hz), 

7. 38 (1H, t, J=7. 9Hz)> 7. 60 C2H, overlapped), 

8. 0 3 (1 H. s) o 

mmw7 6 

N- (4-<'V^ob , ^7x-;l/) TU/J^-^-L-te'J^-L-o^ 
->;b-L-^<U > (4-iPr) Ph-NHCO-SLV) <D31gg 

4 — rv^o f;l/7x^Kvv/7^-h*Ii l ^ f£*fe#J5 4 if^«irKiS* 
fT&l^ N- (4— rvyot^x^l/) ~7 X J ii Jl'tf—Jl'— L — Ir U JU— L 
-o-f isj],-L-'<V > ((4-iPr) Ph-NHCO-SLV) ^-?#feo 

FAB-MS (m/z) : 5 0 1 (M+N a + ) 0 

^-NMR (<5, CD 3 OD) : 0. 9 5 (1 2 H, m) , 1. 2 1 (6H, 
d, J =6. 7Hz), 1. 6-1. 8 (3H. m) , 2. 15 (1H, m) , 

2. 84 (1H. m) , 3. 73 (1H, d d, J = 10. 4, 6. 1Hz), 

3. 85 (1H, dd, J = 10. 4, 5. 5Hz) , 4. 27 (1H. d. J 
= 6. 1Hz), 4. 38 (1H, t, J = 5. 5Hz), 4. 52 (1H, 
dd, J=9. 7. 5. 5Hz), 7. 11 (2H, d. J=8. 5Hz), 
7. 2 6 (2H. d, J =8. 5H z) 0 

N- (3- (2 -^;l/.ft->K>7f7 S K) -7 jl—JI'') T x y JjJVrH—Jl-L 
--fcr U yU- L - p-T ->;U- L 'J > (3- (Pht-NH) Ph-NHCO- 
SLV) <pggsa 

HJS^J4 6©4*R.1f*<i: L-Cf#£tl*N- (3-7i;7xi;l.) 7iy*^' 
-=ljU-0- t — L — -fe U ./U— L — o i/Jls— L — •>< 'J >- t - 
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^L^> T F A "CftLSIlj - 5CillJ:*5> gfti-T-SN- (3- (2-*7;l/#* 



-'<'J > (3- (Pht-NH) Ph-NHCO-SLV) £-*f/= 0 
FAB-MS (m/z) : 6 0 0 (MH + ) „ 

*H — NMR (5> DMSO-dg) :0. 88 (12 H, m) , 1. 50 
(2H. m) N 1. 64 (1H. m) . 2. 04 (1 H, m) % 3. 4 9(1 H. 
dd, J=10. 4. 6. 1Hz), 3. 66 (1H, d d, J=10. 4. 
5. 5Hz), 4. 09 (1H. m) N 4. 27 (1H, m) x 4. 40 (1H, 
m) , 6. 41 (1H, d, J = 7. 3Hz), 7. 13 (1H, t, J = 

7. 9Hz), 7. 22 (1H, t, J=8. 5Hz)> 7. 5-7. 7 (3H, 
m) , 7. 71 (1H. s) . 7. 8 6 (2 H. t. J=7. 0Hz) % 

8. 09 (1H, d, J=7. 9Hz) . 8. 84 (1H. s). 10. 24 
(1H, s) o 

mmmi 8 

->;b- L U > ( (3-PhN) -Ph-NHCO-SLV) CDgj$jj 

I^Jte^J 7 7 <D^JCtix N— (3 - ( 2 - # Jltf* >s< > XT 5 K) 7 * ^;U) 
7; y ^7;l/^— Jls-L--bV Jls-L-usfi/jV-L-'O) > (3 - (Pht- 
NH) Ph-NHCO-SLV) N- C3-Z7^jl^ I V~7 T 
i S ftJlstf—jlr-L—b V Jls-L-aj i/Jl>-L-'<V > ((3-PhN) - 
Ph-NHCO-SLV) lT4x.fco o 
FAB-MS (m/z) : 5 8 2 (MH + ) 0 

X H-NMR (5, CD 3 OD) : 0. 94 (12H, ra) % 1. 65- 
1. 75 (3H, m) N 2. 15 (1H, m) . 3. 73 (1H, d d. J = 
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10. 4. 5. 5Hz), 3. 86 (1H. d d. J=10. 4, 5. 5Hz), 
4. 27 (1H. d. J=6. 1Hz), 4. 38 (1H. t, J=5. 5Hz) 
. 4. 51 (1H, dd. J=9. 8, 5. 5Hz) . 7. 05 (1H. dt, 
J=7. 3. 2. 0Hz) . 7. 40 (2H, m) . 7. 54 (1H. t. J = 
2. 4Hz), 7. 87 (1H, dd, J=5. 5, 3. 1Hz), 7. 95 
(1 H, d d. J =5. 5, 3. 1 H z ) e 
f£S6ffJ7 9 

N- (3- (3-^7^^>X7; K) 7X- )V) T x J t> fr- 1. 
—&V)\,-L-u>(i/)i>-L-'<V> (3- (Ipht-NH) Ph-NHCO 
- S L V) <DMM 

*-;Ux.*-f-;nfcflH^ mmizffi£rLti&^ TJl^ytokfl-flP. ^^TTFAtol 
ncilCk^TN- (3- (3-*;W-X>X7^ K) 7^-^) 7i; 
Jjjbtf—jU- L --fcr U L - u-f ->;U- L — '< >J > (3- (Ipht-NH) 
Ph-NHCO-SLV) ^r^A: 0 

FAB-MS (m/z) : 6 0 0 (MH + ) 0 

^H-NMR (5, DMSO-dg) :0. 86 (12 H. m) . 1. 52 
(2H, m) . 1. 63 (1H. m) . 2. 03 (1H, m) . 3. 50 (1H, 
dd. J = 10. 4, 6. 1Hz). 3. 66 (1H, d d, J = 10. 4, 
5. 5Hz). 4. 0 9 (1 H. dd, J=8. 5. 6. 1 H z) > 4. 28 
(1H. m) . 4. 40 (1H. m) . 6. 43 (1H, d. J=8Hz) % 
7. 19 (2H, m) . 7. 32 (1H, d, J=7. 9Hz), 7. 65 
(1H, t. J=7. 9Hz) % 7. 84 (2H, overlapped). 8. 11 
(2H, overlapped). 8. 17 (1H, d. J = 7. 9Hz). 8. 50 
(1H, s) . 8. 85 (1H. s) . 10. 35 (1H. s) 0 
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mmms o 

N — (3 — (4-^^-ft->^>X7; K) Z> ^—jV) T I J iiJ\,#—j\,-L 
-■&') Jls-L-cff i/Jl,-L-'<i) > (3- (Tpht-NH) Ph-NHCO 

-slv) <omm 

rl/7^;H?^/^f^x^r^ffll\ MMM7 9 tmmzEJfc&ft^N - 
(3- (4-*;l/*'+i"<>X7; K) 7x-;b) 7 ^ J L -- tr 'J 

;U-L-a^ ->;U-L-'<'J > (3 - (Tpht-NH) Ph-NHCO- 
SLV) &'&tz 0 

FAB-MS (m/z) : 6 0 0 (MH + ) 0 

X H-NMR (<5. CDg OD) : 0. 9 4 ( 1 2 H, m) s 1. 5 5- 

I. 70 (3H, m) . 2. 15 (1H, m) , 3. 74 (1H, d d, J = 

II. 0, 6. 1Hz), 3. 86 (1H, d d. J-ll. 0, 5. 5Hz), 
4. 29 (1H, m) N 4. 40 (1H, t, J=5. 5Hz), 4. 53 

(1 H. m) . 7. 2 4 (2 H. m) N 7. 3 3 (1H, m) > 7. 7 9(1 H. 
s) . 7. 99 (2H, d. J=7. 9Hz) N 8. 14 (2H, d, J = 
7. 9 H z ) o 

mmms 1 

N- (3- (4 -*>)V#* is 1 K) 7x^;l/) T Z S ijJ\s#—J]s-L- 
•teV Jl,-L-n>( isJU-L-'O) > (3- (HO CO (CHg ) g -CONH) 
P h-NHCO-S LV) (OWm. 

(3- (4 -t>J\stf*-i'7'?1- i K) ^ 7 5 J ii Jl-L --b V jU 

-L-v{ isj\s-L-'<V > (3 - (HOCO (CH 2 ) 3 - CONH) P h - 
NHCO-SLV) &'&tz 0 

FAB-MS (m/z) : 5 6 6 (MH + ) 0 
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^H-NMR (<5. CDg OD) : 0. 94 (12H, m) „ 1. 60- 

1. 7 5 (3H, m) > 1. 9 6 (2 H, m) . 2. 15 (1 H. m) . 

2. 40 (4H. m) . 3. 72 (1H, dd, J = 1 0. 4. 6. 1Hz), 

3. 85 (1H, dd. J = 10. 4. 5. 5Hz), 4. 28 (1H. m) . 

4. 38 (1H, t, J=5. 5Hz)> 4. 50 (1H. d d, J=9. 7, 
4. 9Hz), 7. 17 (3H, m) . 7. 61 (1H. s) G 

mmms 2 

N- (3 -7- h^rti-hl K7j^I») 7;;^^^-L -b'JA>-L- 
u^Wb-L— <U> ( 3-CH3 (CH 2 ) 12 -CONH) Ph-NHCO- 

slv) <omwi 

-L--b'J^-L-o-r >>-rt/-L-'<y > (3- (CHg (CH g ) lg - 
CONH) Ph-NHCO-SLV) 

FAB -MS (m/z) : 6 62 (MH + ) 0 

1 H-NMR (<5. CD 3 OD) : 0. 89 (3H. t. J=7. 3Hz) N 

0. 95 (12 H. m) . 1. 25-1. 40 (2 0 H, m) . 1. 6 0- 

1. 75 (5H. m) . 2. 15 (1H, m) . 2. 34 (2H. t. J = 

7. 3Hz). 3. 72 (1H. d d. J = 10. 4, 6. 1Hz). 3. 85 
(1H. dd, J=10. 4. 5. 5Hz). 4. 28 (1H, d. J=5. 5 
Hz). 4. 3 9 (1H. t, J=5. 5Hz), 4. 51 (1H. dd. J = 
9. 8. 4. 9Hz). 7. 16 (3H. m) . 7. 62 (1H. s) 0 

mmms 3 

4 > h* K o -CCD Fas £ PTP-BASCDSS^EB^ 

mmm 2©»^^\ s Lv&Nmmm&ft (io^m) o-f>b*hn 
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io" m<& t hjzmmmfaD ld-i$24 n$m> 3 7^ 5 ^se^xco^ 

7*t) . *J«kCf*r5x*f (7*Ah^.y^ oi7'<>K^7li) &abe 

^j5 0hPa, ^AI^KO. 4S>©^#-eO. 1%F I TC-f*7 

tiK- P B S^-Pl 0 OmMKigSSiL^A c-SLV, Ac-SLYfeL<li3 

> hn-;l/i LTK-PBS©^ftl^ti5 Oj^£ 1 0 0<@©*fflJiSlc&A Lfc 0 

tt*^ iJtF a sStft: (CH - 1 1) #kSlfflli&-e(ix 9 o-T > ^ 3 yfe 

HUtw5 0 0 n g/m 1 ©CH - 1 1 + - Hrj&jto Lrtio T-f *n-f 

> 3 >©1 6*>t>2 0B#fia^{c 1 %Ho echst3334 2£-^trPB 

SrSfefeU ^ms^Ltz 0 f i Tc-esfefe^n^ittaiiacD^ tfc4a^gii&tg«*i«t 

CFHoechst 33 3 4 25fefe{c<kS^O^«§^t{C«kt)T^ h- ^^^rjgC 
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w&m 8 5 
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TTL-OEt) <D&W&^ T***ri/^ : f-*>'<-*m^-T:^ TI^»lT 

-liNeuro probed (^Tt'f X3 ) *l^fc 0 IL 
-8> -frV^OUD^^trfiO. 1%B S A£^t?R PM Ug*fe£ffl^*: 0 Tt 

\Z 1 0~ 8 M<D IL-8*162jiil An*.. ±mz&ipi$&mi& 10 0*1 
(10 6 i) &Atitz 0 3 7X:-e3055-r h LT^K^t&L*:*?*^ 

<D&l£m (%) *-$.#>tz 0 ^^tiAi^m^^^^o 

fl^&zftg* cm) igj^ (%) m&m (%) 

o 10 0 - 

10 " 7 113.7 0 

1 0" 6 7 5. 9 2 4. 1 

1 0" 5 2 6. 1 7 3. 9 

1 0" 4 1 9.4 8 0. 6 



*{b^JliPh-NHCO-TTL-OE t 
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ft 3jc <D $5 ffl 

f&u^zff-nmm&mm-tzfg&tt-t-z^ ^< it 3 hot? 

fi3:frlR]l=*U -X-Y-Z ««K X = A x L< liA^^ i|Hj— ^SJ-S-T 
57 ; yi? ; Y=L-7; ;i*5^ll/'J :V> ; Z = A 3 L < tt A g £R— 

2. - X - Y - Z CD5£itU A^^L-biJ^SOIiL-^Ut^^Ot^ 
X = /Sti5r{C7kKS*-5^li^^-— ;US*tf5 7 i JWt.^ A^L— fe'J 
^liL-Xl/t-»B®7; X = A 1 ; Y = L-T = yg?*5l> 

3. -X- Y- ZOS^ A^L-b'j^im-Xl/ti^S 

<t£> x = ^ffi{r7kKS*-5^{i^^-^s^-r5Ti yge : y = l-t s y 

Bfc&Sl'tt?''; •>> ; Z=AgfcL< iiA g iH- ftmtzm-fZT I ;Wt(DtiJl< 

4. -X-Y-ZO^ X = A 1 'tL< t*A 1 iH— 5MHKl*"r*T5 y 

s? ; y = l-t $ y ee^-soiir u •>> ; z = A 3 ©^ J >u^^'>*JSie3?'j j &wt- 

5. - X - Y - Z <D5£4^ A j^^L— b 'J >*5^liL-^Ut->Ott, 
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6. -X-Y-Zcd^;^ a X *<L— b'J >fe5^»L-XUti>"e*« 

7. -X-Y -ZCDSfcK X = A 1 ;Y = L-7; yB?*-5Uli?*V -> > ; 

8. — X — Y — Z CD X = A x ; Y = Ag ; Z = A 3 ©*;U^->^JJg 




= L -7 ; yift0fllttra&& I R g « A 3 L < li A 3 tm— ftmiz 
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■?&tK 3-R ? {2#*{c*3£*<5VMi!gR-e*tK Bi±*7;U#^;Ug<fc£^{iii; 

;u^;i/S. *r={±»ifet l< a&m&mmmmx'&iD^ z corner j^jvmitm 

R 6 *5«i:C5R 9 {ifiINr{-7tC3R-e«nc^] T?^$ti-S. ft3j£® 1 CD^T*? 1 h\ 

10. A X *<L— feU >&£WiL-XU;*-^><D<i:^ R ^ = £{£{C7fcIfc 

g&s^te^-ji/g^w-T'ST ^ y wtn&mm^ A --fell >*«l>tt 

L-XL/t->W07^»©i^ R x = A x CDflflgMSit ; R 2 = L-7; 
y Seofl5^«|it*5^(i7i<:« ; R 3 = A 3 ^ L < «A 3 <h(5l— ftmtzm-tZT 5 

11. A^L-Hr 'J >&Z>\^tL-XU*—><Dt&^ R x =/9t4JC7fcK 

s ^ a - jus^w-t wi<D&mm& . r 2 =l-t i ; m<o&m 

mm$> 5 V * teTKffc ;R 3 =A 3 t>L<iiA 3 <i: PI— ^m^WL-t 57;; B?<DM8! 

12. R 1 =A 1 fcL<{*A 1 iH— ^MHlcJR-i-ST S yR0flMH*& ; 

R 2 = L -T i ygeoffliJ^ig&.S^iiTKSt ; R 3 =A 3 Offl!im«lit-^*-5> ft 
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L-XW*—>KXft<DT i ;m<D££^ R^=A j (Dfflf&tttik ; R 2 = L-7; 

j wt<nmmmm& & ^i±7&% •, r 3 = a 3 <ommmmrc*> *x 11*590^^ 

14. A X *<L --tr U >&S^(iL -^l/t->Oi^ yS{4lC7KK 
Safe-S^ti^^-^S^^ST i ; - L-7 ; ./KOMI 
«ift*«^(i7K*; R 3 =A 3 oiWaHt3e-C**% «*59 0^f 

15. R x = A x OfMli ; R 2 = L-7;y ■*0fflflft*t&& £ I * 

R 3 =Ag6D{aiJ^«it-efeS> »^B9 0^^h\ *-<D^i*#> *>.fcCWi& 

16. r x = a 1 a>mmm ■. r 2 = a 2 <z>«mt& : r 3 = a 3 

17. m = 0 JiS 5 1?* 9 JiM 1 6 © V ^{c|2«©^^ 

18. m=0 7!fM3-e*-S. ft*^9 7!rMl 6 ©^W- ^{cfS«cD-<^ 

19. ra=0t'*5> I»*a9 7!r£l 6 WciSUo^"^^ h\ 

&*^iiR 5 a<g&£^H:#figi-c , &sc ^mc 6 <omBu ztzitmvt 

<DTJl>^ ; feSHtt.* n*<0"e*0 B*<*>»U.-K— 
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22. R 5 *<a^*fci±^asi-e*5c ^ic 6 ©iS8fu 

tfcOT^^i/g-efc*. ft^^2 lco^^ K9Hftfc> i3«fctf-€-ft£eD|SS#tfj 

2 3. R 7 <D^/«£< £ fS^9 7^M2 2<D^#tl^— 

24. R 1 *>-5^teR 4 ^ffl8UcW*-*^©j£#ea©4>*£ < £ fc— o*<, 
SEa*-5V^{iRiea-U*)-5^ »3fcS9 75S2 2®^W- ^{cfe«CD^^ 

2 5. Rg<D4>tt< <»: fc— ^^S-eabS. I9*3S9 J!?M2 2 0^-TtL 

2 6. 

5£2 : 




««K R 1 =L--tr'J>t>L<{±L-^ Is*— ^<D&mmm ;R 2 = L-7; 

B*U R 5 > R 6 . R y . R 8 fe«fcO*RgliiiraE<hfS]S-e£>* ; fc«U R 1 *< 
Hr 'J XDflWITCfctK *>oR 5^^-— ^©ffliJM-C**?^ ^R 3 *<W; 
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2 7. 
5£3 : 




D£cK R 1 = L- -trU >fcL<liL-x U*^ >©fliJgM£a£ ;R 2 = L-7; 

-a* is><Dmmm&&ms*L, r 5 . R 8 ^«fco t R 9 {±mr^i:isi^T?*-&] -e 

»*gi"i7^M2 7cD^fn*>- giciatto^^ h\ *<o»isw*:^ fc<tmb 
<DX5£$r (c se $ n s mo 

3 0. fflfla^Hr^^-^^fflfiart^^^^^Jjg^t SXL*f-7-e*5^ 

3 1. asaHHr^-^Fas^ifei^ if 1 7!;M 2 7 <Z> lv$»ftj&v_ ^ 
3 2. Fa sO*W^iPTP-B AS iGDSS^GB^-.SSte^ 
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m&miFj^ 7®^-rtl*v— ^{cf3«©-^?- H\ ^cdH^^ fcj; 
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3 3. «HKURHr^-a<V I P U-t? -7r*£. Sf*^17!;M2 7©U 
3 4. Ifflflaj^Hr^-j^yS 2 -r Kl/ty? * L/Hr^ -"Cafe*. If3|£® 
3 5. fflBS)ilU-b^^-*< I L - 8 U-tr^ ff3jc^lttM2 7© 

3 6 . m&±&m s ti z &t>\ m^m 1 jt^ 3 5 © 1 ^-ma*— wee 

3 7. *fflJjSJ£l/-fe:/*-a<F a s *S^t±V I P Ht-7*-t?*»5n ftttK 

« . m#cm 3 6© siseaajsm, 

3 8. mmSk\s-£79-&l L-8 u-fer*--c*tu ifcffitt8l.ft<z>ftSBlFJ 
S , If 3 6 © Elg*afilc^o 

3 9. ftUBilHr^-*<iS 2 -T KU^-'^v^ l/-b^-T?*t), #HS§ 

»«sj»<o?&«bwt?* M«9i 3 .6 <D&mmma 0 

4 0 . if 1 jtjs 2701. *-rna>— sici2*<D'ft^4aj*ffl 1 * -cmaajg u-t? 

4 1. i^fflaa^^•tr^ , ^-a<f|^LT^«mlla*-5^.^{iilaMtc^u■^r^ , ^-© 

4 2. ffl^u*^^-©'>r^-^e^{w*^^-5g^i©BiSJ&^icr&^ 
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